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I. BACKGROUND _ . ..: ‘-.+.a+ ;;.; , ; _ i j .,. ,, j I \ _: _, ,_ j . j j s j 
A. Regulatory History .,_*.I .:j.,: ’ _. 

/A>,_ ; 1, / 
Silicone gel-filled breast implants have been:‘& the ‘market in the-U.S.” since 1’963~pri’or”to the ” 
May 28, 1976 date when the Medical DeviceL Amend~~~s’~~~,~~~~~~tl, givingFDA”the 
authority to regulate medical devices such aslsbrgast imphurts. -‘In 1976, breast implants were 
originally placed into the Class II regulatory ~~ategoryl’followmg a ‘F”DA General and~Plastic 1 “2. _’ xxx‘, w\ .~.‘-a- ,~a ). 12’ra.x )__“,_ c-, ,_ ” 

Surgery Devices Panel. In 1988,‘FDA issued a~final’rule classifying breast implants‘into Class ’ 
III, with the requirement that a Premarket Application @i&j submission would be”neededa&r 
30 or more months. In April of 199 1 FDA required rin~~~?ctiirk;;s_to’~~b~~~; ‘by July of 1991, 
PMA’s demonstrating the safety and effectiveness of silibone gel-filled breast impl&& ‘X&Ghan 
Medical Corporation (now Inarned) submitted PMA k P4*rrOO441 In November of 199 1, FDA _ “’ - 

..&, :*r” pi ,“.., .” ,.**-i ,\%, I, _ .,( , 

convened an Advisory Panel to determine whether the data contained in the PMA’s l&r-e 
sufficient, The Panel concluded that there was insufficient information to detertmne”v&ether ” 
silicone gel-filled breast implants were safe and effective:’ Despite this inadequate ata, the Panel d 
voted unanimously to advise the PDA that b&use of a~pubfic healthneed, the implbts should- 
remain available on the market for breast recon%‘ruction~or revision of existing breast implants 
while manufacturers collect information to’demonstrate the safety and effectiveness‘of the 
implants. < -*. .” ‘ I /,l_ _ / .) .,. _.I _/ I , l_/, . . r.. i*l&: I 

j ,. I I .;i j 6 .‘,_ li.j -., ; _.‘̂ . 
On January 6, 1992 FDA called for a voluntary moratorium on the use of sili&e gel-filled 

: 

breast implants while the Agency reviewed additional safety information submitted following the 
November 199 1 Advisory Panel Meeting. In February of 1992, the Advisory P&e1 “met to 
review this additional safety information, which focused on reports of autoimrnune diseases in 
women with breast implants, information on excessive leakage of some implant models, as well 
as detection methods for “silent rupture. ” The Panel co&h&d that there was ins&icient 
evidence to establish a cause-and.-effect relationship between implants and immune-&elated or 
connective tissue disorders, but that because of-a la& of information, on” the safety’& gel-filled “-’ ‘.. 
breast implants, new implantations should be limitedIt Tomen pa.r%ipating in clinical studies 
which would be designed to collect safety information. ! 

“il “.‘“, -1 i i / 

In April of 1992, FDA denied PMA approv~~.~~~~~~g~eiitLition for all silicone gel-filled breast 
implants (including P9 10044), lifted the voli.i$ary moratorium, and allovved‘availability of gel- 
filled breast implants based on 3 stages of availability: Stage 1 “U’rgent Need” for ‘those patients 
in the process of breast reconstruction or rev&ion of existing ‘imp&&; Stage 2 ~Ad$r& Clinical 
Studies for Reconstruction/Revision” designed to make me implants’available for patients’ 
seeking breast reconstruction or revision of an existing implant and to “collect short term (i.e. 3-5 
years following implantation) safety information; and, Stage 3 “Core Study” clinical studies for 
both augmentation‘and reconstruction designed~to colle<t 1068 complications’and effectiveness 
information. /. ‘r \ , : 

(,, L_ 1;: )“’ : ,,,>, 1 !I L, L 
In January of 1996, FDA sent letters to breast implant m~~~ctuters’indicating’the general types 

I,_ ‘ 

of information anticipated in a Core Study protocol, including sample’size estimates!, separate ‘~i4L ,re”z ‘X . -:“‘&7.,$ ,_, ‘<#<me ,s./ >-..,+, ,,,~;/~L j\- _ _ “, 
evaluation of augmentation and.reco~~~~~t~~~~~~ie;its; a determmatron of silent rupture, 
connective tissue screening, determination of gel bleed, and quality of life’assessments ‘““FDA 
provided additional clarification of these items as well as specific types of data analyses and presentation in its “Guidmce fo; .$aline; s;fi;ldo~& .~kl~~d‘~~~~~~v~~~~~~~ f&y+;’ y+;(ance * 

:i. k,. _ ..1 * ,.” 1.; ‘: , I 
, .<_ < I. / - 
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for Industry” (herein referred to the Breast Implant Guidance bocument)?~ initially issued on _* .,I-.*. *,^lTl.x.. 
October 5, 1999, updated on August 13,200”i ,‘*and’rep&ed”by the current version on February / .,*., lli( hl i”, ,#i ,___, : .“r_ *. 
11,2002 which is available at http:llwww.fda:~bivlccirh/pde/guidancell35’4.pdf. Jr.,. ._ ._ L ,, * I 

On March 30, 1998, McGhan Medical (now marned) received FD”Aapproval%%ei? “Adjunit 
Clinical Study for patients undergoing breast re~~onstiuction or revision of existing breast 
implants for medical or surgical complications: ’ In June iof 1998, FDA approved In&%d’ SIDE 
study for their Core Study of augmentation, reconstruction, and revision indications:. ! ._ ,- j / I 
B. Summary of Clinical Studies .i ,_ * “/ 8 

The sponsor reports data from 4 clinical studies: the ComStudy, Adjunct Study, AR90 Study, ’ .’ 
and the SEER (Surveillance Epidemiology End Results Registry) study. The Core Study, 
Adjunct Study, and AR90 Study are prospektive studies., The-CoreStudy, initiated +n ‘1999, 
reports on approximately a total of 940”augmentation, reconstruction; and revision patients, with yearly follow~up intende;l to 18 ‘iears &.; i~~;;tatro,..~~~~~~~..~~~~~y”~s.~~~‘onl) stud$ in . 

which detailed local complications and effectiveness :information’iscolle;c~ed, a&d”the~ only study 
in which a subset of approximately 34% of the patients underwent serial screening via MRI for 
the determination of asymptomatic (i.e. silent) &&ui%: “‘hconstitutes the ma.jor ‘clinical 
information in support of safety and effectiveness. T:he Adjun&tudy began in i9!$3 and was 
intended to make the implants available for reconstrktion and revision.parients; while collecting 
limited safety information at years l ,3, ,and 5 after implantation -h provides suppo&ve ” 
information on a more limited number of .~~~~~~~~~~~rn~~‘~~-for the‘indi&ations of i;< Z‘. ; .Ir#e,,b.“i.. L (b, I.,, ̂ ,/ reconst~ction and revision only. The AR90”s’tridy, a,~~~~~~~~~;~~~~~~y~:wl* yearly follow-up to‘ 

5 years, enrolled predominantly augmentation patients, and because the devices and: surgical 
practices used in this study are no longer current, the ‘data‘from this’study are only briefly 
summarized. The SEER Registry Study is a retrospective study of breast implant failure in a I), ,,e,,._ ,,“_, cohort of breast cancer pktients from 3 SEER sites and rtipo& on.implants from manufacturers 
other than Inamed. The data from the SEER a&?summ~d in. the~,~~Sum~mary Panel , __ll”“*w.~ ,,.. //,. \, 
Memorandum.” 1 

“’ ; 9. _. -! ,I,;“~:: I..--. 9,: :‘ : 
‘1,.-J 

_- ,iI ,’ II 4*~^/, ,, ’ ;\- * : :’ id, , ,‘$.““& l -,A :&/.- ,,.5.,.* *,$,-y> ,. P :;(,e,” / a _I ” _~ _;,_ ” ; ;- 1 :-i jc:,i.“:: -1“: ,:,,~‘G’:<> ‘,, -,,;, ;.. .:- 
C. Product Description 

. * y : _ ‘,‘” .; ..~.T,, I ,? ./ a ., ) :p ,, ’ / 
The silicone gel-filled breast implant is composed of’a &Ai, silicone gel filler material, and a 
patch. The shell is composed of multiple layers of a high temperature vulcanized silicone co- 
polymer elastomer (polydimethyldiphenylsiloxane) and is made by’sequential dippings of / .._;-_ 
mandrels into dispersed elastomer in solvent and heat d$ing’~~‘An’inner ‘layer &?si&~ofa higher ’ 
percentage of diphenylsiloxane in the co-polymer, and is intended to decrease diffusion of 
silicone gel fill (i.e. to reduce “gel bleed”). Texturing of’the shell is a&omplished by adding 
additional layers of coating, followed by a layer of dry salt crystals and additional layers of 
coating. After curing, water and mechani{al abrasio,n,zh used to dissolve rhe salt crystals, which *i,,>.,; ,:.,-L,l’- , 
results in the textured surface. Minimum shell&ckness,,ranges fro4;i‘~‘~O”‘l‘j”‘~~~~‘$i;l”;i~th iniplak& ) ,“, _lj 
to 0.018” for textured shells. Maximum she~l,thi&ness ranges from 0.04” for smooth and 0.06” 
for textured shells. The sponsor refers to the:Vext$ed. nuplants as BICXELL@. 

I ) ii, A?isi I >“’ j &‘ _ . . ” ,” i “L :* j. I ,,‘b UP * ,, i:. /, _. 1.““. ,., , ,: “‘ ,p, ^’ /,. .; _’ : ,, /.. 
.’ When fully cured, the shells are removed from the rnar~$ol. ?he hole in the’she!? &!&v&d v&h 

a patch (also composed of silicone elastomer) on the posterior surface, Whith’is %l&nized ” .’ ’ 
(using heat and pressure) to the hole. The ge\ filler iscomposed of linear and platinum-catalyzed 



crosslinked PDMS siloxane polymers. rj; ,ord$‘$o 611 the’ shell,‘an opening .ismadei in the patch 
rim.with a needle, and the gel is injected into the shell. After filling,ihc needle hole is seded 
with silicone adhesive or another dip coat. I ,j 1 I ..,_ . 

_/. ., 
_( “$,,,,., , _ II “.:,,.-~;.,**. *ix,-, I_. ‘“-., , ,, - ̂ j / 

:.. : 
Table 1 below summarizes the characteristics of the &rjous styles-of implants for &rich the 
sponsor is seeking approval. All are single.,lumen except for style 153’;%&h consists’of two . i ., ,_’ L-i-i: :s~Ps ,r+*/_ i,l~ L-i’$v?P’..!r * _) /,.j _- gel-filled lumens. Implant sizes range from SO cc to”%Jb‘cc. ‘Contoured implants, style 153, have 
a larger inferior projection compared to the superior projection The sponsor refers ‘to the ’ 1 
contoured shape as “shaped.” 8 / 

“T... .\ ; . . ^,. / ‘. : ‘. I : 
Table 1: Summary of Implant Styles / 1 ,s- ., 
Style Number Shape Surface Number of Lumens 

10 round smooth 1 
20 round smooth 1 
40 round ~ smooth l ~~ 
45 round smooth 1 
110 round textured 1 
120 round ’ * :’ ‘_ textmed 1 
153 contoured textured 2 

i I  ; I *  

; ,  _L I ,  

” 
“. $ 

II. 
I 

SUMMARY OF STUDY PROTOCOLS 
: 

This section summarizes the, clinical protocds for the sponsor’s 2‘ major prospective- clinical 
studies: Core Study and Adjunct ‘Study. ~The‘AIU99~ study is briefly summarized in Section 
VIII. of this review: “1990 Study’Summary.” 1 1 s 

2 
c/s- 

A. Core Study Protocol ‘\~ 
_/_ c,,__ /_ ,.._” ,, .! 

This open label, prospective study of Inamed (formerly I&Ghan Medical) sii&& gel~filled * ’ breast implants was deiigned with a tbfi” df r. -~~w%f-~~~i~bw:; ‘Giih at ‘lei;t ~;;\roly~.s ‘of 
, ;-.I,); 

follow-up obtained prior to submitting a PMA, which ~~“~~~n~~~~~;ltw;th:FD~~ ‘Gui$.arice’on 
Breast Implants. Scheduled follow-up visits are at O-4 vveeks, 6 months, 1 year, and then yearly 
to ten years, following implantation. _ / _. ; _j 

Females, aged 18 years or older seeking p~iparfau~mh.itatioti (indications include 
dissatisfaction with size or shape of breast, asymmetry, pto&, and aplasia); ‘&&r$ 

-. 

reconstruction (indications include mastectomy for’ cancer, prophyl%tic mastectomy~ breast 
trauma resulting in mastectomy, and contralateral mastectomy during mastectomy or during 
placement of permanent implants; primary is-defined as no previousimplant surgery other than 
tissue expander); or breast imdlant revision surgery (defined as removal and‘replacement 
following previous -augmentation’ or reconstruction with silicone or saline~~lie;Pb~~~st.impl~~~ 
and with adequate tissue cover were included. PBtients with the following conditions Were 5’ / I:, .I’“:i 1”’ ““ir”““~5.‘1.~~1;““” -‘i __,( ,l (“. *,L ̂,.,</ _Lli,_‘_ i. \ ‘ 
exduded‘: tidvanced fibrocystic disease considered to: be lpremalignant without accompanymg 
subcutaneous mastectomy; existing carcinoma’of the breast without mastectomy; abscess or 
infection; pregnant or nursing; diseases, such as uncontroIled‘di&etes; %hich a&kriown‘ to 
impact wound healing; tissue characteristics--such as’tissue ‘damage from radiation; ‘inaciequate 
tissue, compromised vascularity, or ulceration-which are incompatibIe with mammoplasty; / I / .I 

“(, ,,/ ‘, ,, j,r .“_1 , _ ._,j ,‘ . . . . ? ,’ 
5 
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conditions which c,onstitute an unwarranted, stjgical risk such as unstable cardiac or pulm onary 
problems; psychological characteristics such as inappropriate attitude or m otivatioi;i- and, patients 
unwilling to undergo- revision surgery, if indicated. : ,- *, 

:., i : .;:,:y,,“‘i- , i /_. ,“\/_ I I ,. __ / _/, ,\. ,. ,, “, ,_,. -,,“, j. . , , . 
The sam ple size of 940 patients (500 for augm entation, 220 forreconstruction, -,h’izb for 
revision) was based on estim ating the precision around the 95%  confidence inter”&lof &  possible 
com plication event rate. Assuming a drop out rate of 2$ at2 years and bf.4i)~~-ati~~years,-the 
precision around the 95%  confidence interval was estim ated to be approxim ately’& 2% for 
augm entation at 2 years for a com plication rate of 1 Oh, and a precision of + 4% for “,.,_. :. 

reconstruction or revision at 2 years for a com plication iate of 1%: For a m ore com m only 
occurring com plication at the 50%  rate, thestudy was p&e&d for a precision’of + 10%  at 2 ._ I ’ . ( \1... x ” “, 

z ,: ,, + 
years for augm entation and + 15%  for reconstruction/re,visigp_at 2. years: A t 10 years, the 
respective precision values are slightly higher than at 2 years. This sam ple size estim ate is i *: ‘A  r ,,., ><, / 
consistent with guidance provided by.FDA in’its,iGuida$ce Docum ent,.on Breast~Im plants. .; ,_ .,. ,: ., i. ._ 

1 
The prim ary safety evaluations, which were’assessed at each follow-up visit, ‘were, for lo&l 

(rl ‘* 
_ .- ii’,“,fpJ~ + 

com plications. Secondary safety evaluationy,rncluded general m edical diseases, lactation 
history, reproduction history, abnorm al m ammography, breast diseases, m edications~ &d reports 
of connective” tissue disease diagnosis. An Activities and Lifestyle index, vvhich assessedpain, 
physical function, and a variety of m edical signs and sym ptoms, was additionally scheduled to be 
collected at years 1,2,4,6, 8, and 10. If the patient reported ti diagnosis of connective&sue 
disease, or if the signs and s~~~~~s’on-t~e.~~~ivities arid Lifestyle index’ suggested g possible 
connective tissue disease, the investigator could’refer‘the patient to ‘a rheum atologist for 
additional diagnostic follow-up and testing. I ~ :(( _ 

..a. ?.’ ,.‘,, ,1 j ,, / . ..” , ,_ _, . “I ,I /‘I j, 1 ,I ^  
As another prim ary assessm ent of safety screkning for &$mptomatic (i.e. silent) tii>ttitik via 

/ 

M R I, was perform ed in a subset of 150 augm entation,’ f:Ol‘?econs&ction, and 73 revision 
patients, who were to undergo serial m  screening fdr’Sile~~‘rup~~~‘gt’years‘i, 3;‘5; ~;“*&$$9. ^ 
This sam ple size was based on estim ating the precision around the SiS%confidence m terval of a 
possible silent rupture event rate. The sam ple size was based on estim ating a precision of + ” 
2,.5%  for a 5% device silent rupture rate at 9 years, &d’assum ing a‘60%  drop out rate at 9 years 
(and a 15%  drop out rate at 1 year), which necessitated enrollm ent of 525’tottil devices. . _ ‘- Ass~ing an overall sam ple ratio of soyo,T5y~~.5y; ‘ai;~~~~~~~~o;;rre~~n~~~t~~~~~~~~~~~, &d 

assum ing 2.0 devices/patient for augm entation, 1.3 devices/patient for reconstruction, and 1.8 
devices/patient for revision, the sam ple-size iyas obtained M R Iex&!ninations ‘Yvereitobe - 
perform ed at centers with a dedicated breast coil, w&r&&ngs by’the iocal facility sent to the 
investigator. The M R I images were sent to a Central’&& Re~viewev,,vho was to be blinded to *e locd facili.y,s evduation* ne ceitrd Revie~&i-~&d provide a.r~pri~~~~~~~~~~~~~~~~~~ ’ j, 

and to the sponsor. The investigtitor, upon review of’the local andthe Central M R I~sults, ‘was 
-\ p” , 

to consult with the patient on the appropriate’treatm ent or follow-up evaluation. 
I 

-**.,, ,i . 1 :! _“’ 9 ‘. .“z? ,‘__ I,I ..: ,: _, : C‘ , ,a _, ‘. “- ““1,: “i” ;i _^ _ 
E ffectiveness assessm ents included breast,m e&urem en~s in augm entation patients,i~nd &ality 
of life (at years 1,2,4,6, 8, and 10) m easured’o&F-36, @OS-2& Body Esteem & ale 
Rosenberg Self Esteem , and Tennessee\,Self Concept ‘Scale. 

,(_ ,? 
,“,# _” ,**, __, , / I. 1 

I / 
: ._ 

_I 
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B, Core Study fiata Reporting 
we-w. a-_ z I ,j , , 
I_’ ;-,:- :_ -; I * __ IT ;,; ’ .‘. 

For follow-up compliance data reporting, thesponsor used an additional 2~months”fir 
determining when a patient was past their theoretically due timepoint. For complications, the 
timepoint reported by the patient or determinedby tlie~physician w&used-to report the timepoint 
of complication occurrence. Fork the endpoints reproduction and lactation problems: breast 
disease, connective tissue/autoimmune disease, and patient satisfactions Yhrough 2 years” is ’ 
inclusive of all results obtained from 18 through 30 months due to a 6 month “window” around 
the 2 year time point, and likewise, “through 3 years” is inclusive of f 6 months. 

, 

Note that if a patient underwent unilateral implantation’and subsequently underwent contralateral 
implantation, then on a by-patient basis, all analyses arebased on the first implant date. By- .’ 
implant analyses are based on the separate dares for, each of t,he-implamations. Tf a patient 
underwent explantation of all study implants without reimplantation, that patient was considered 
discontinued from further follow-up. The sponsor was encouraged ‘to continue’to follow such - 
patients. However, follow-up is limited in‘the$‘cases as ‘patients often exited the study. Patients 
who underwent replacement (i.e. secondary implantation) with study impiant(s) continued to 
have follow-up information collected; however, ‘this information was reported separately from 
the primary implantation data. ; 

The sponsor provided as secondary analysis methods;.p~~valence;which is based on all 
.j,- ,, 

. ‘<iv ,:. in , “~ .ii.,. ,I \., 
patients/implants in which the event is expe~en~~d;“~d”‘i~~i~~~~~; ‘which is the number of new 
patients/implants who experienced the event since the last follow-up time point. “The ‘sponsor 
indicates that the denominator used for these secondary analyses is based on the’nui&er of 
patients/implants evaluated at a time point, and’that this $rnber is assumed to apply to all -” 
previous visits. I could not confirm the incidence and prevalence values reported by the sponsor 
using either expected or actual patients seen; therefore;1 will not be summarizing~this 
information, 

! ,. 
.,I . _ , , 1 : 

j> I,. “A “c:*., _.._,jil,,l _“, _(, ( t.~*“,r_ be ,.., ;*<e”-‘ ,,. I ,> .^ I. 
W ith respect to local complications, the spo$%%~~ollected severi@ r&&s (very mild, m&l, 
moderate, severe, or very-severe) for all local complicatio& In‘the original PMA submission, 
with the exception of extrusion and pneumothorax, incidence and risk rate data wasiprovided 
only for those events rated moderate, severe;or very severe. Deficiency # 10 of FDA’s March 2 1: 
2003 major deficiency letter asked’“the sponsor to utilize’&e’%me reporting metliod’as that used 
in the product labeling for saline-filled breast impIants,‘wherein only for the complications of I* .- “,P, ..<... ““““*s’“m? ,. : * *p ‘T “*?,“’ *( “,./ .,) asymmetry, breast islin, palpablllty, vlslblhty, mali;bii~i~~,“~~~~~~;~;ii~~8~~~~~~,.~~~~ing;, 
loss of nipple sensation, nipple.Fu.;sti;;iii, d&ayed d’t’y,&~~~~~ ~;;ti~~~g.~;fx&&oh, &d 

skin paresthesia, only complications with > &deratei se$rity were reported. Deficiency ‘# ‘11’ of 
FDA’s March 2 1,2003 major deficiency letter askeclLthe sponsor to combine categories of 
similar complications or to re-define categories into those cu,rrently utilized‘in ‘thelabeling for the’ 
approved saline-filled breast implant labeling. The information requested in deficiencies #l 0 and 
# 11 was provided by the sponsor in Amendment 3, and it “~s-refie~~~d‘init~~‘~ables to ~follow in 
this review. ..,_ ,.x:. ‘Z ./ ,‘,, ,. .,II. :a_ ~. x __,. +_,*- .~ .;- ,I i i ‘., ‘. .” 

The sponsor defined a re-operation as a visit during which at least one secondary procedure was 
performed involving one or more primary study devices. A given patient may have Bad more 
than one reoperation, and more than one secondary procedure may have been performed during L jl-4j I. ._ I”‘ (_ “‘% 1” IX*_1:,. ,,, , i . . . . . ;.>v- ij,“/ ,. , ,. b_ 
each reoperation: ‘If more than one reason for reoperatlon was given, then, a hierarchy was used 

), 3 “, ,: .,, . _,. .? 
., 

.7‘ 
,/ j 

/ : .” 
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/, ,)_,. . _“. -, ” ,,, , .-_ . . 
,.‘j to report the primary reason with device-related ‘comphcations having higher siatus’than non- 

implant related complications. The sponsor vi7as~asite~“~~a~~~~~~~~~~ #&“a&%6ofF$A’s March 4 ‘ i “4~ < uii -.“bd**%~ d ’ irjs”“r~~i~&a.:~;,d q‘+Q”” ‘:L‘:;“,: I $ :) ,. , 
2 1,2003 major deficiency letter to provide r&ised h~~.~~chies’~~~~~~~~~~s~stent wnh that 

,” 
,- : 2” i ::’ “‘Q$:!$ ,““c*f* .i. ~~p~‘>w3,‘+~~ ..c, _,, ” _, 

used for reporting hierarchy in the saline-filled breast implant lab&!g.‘ This was provided m 
_ _ 

Amendment 3, and it is reflected in this review. The hi~,rG~hy fGfib;li; it;epo&ng $14eti r&bon 
for reoperation is as follows: device malfunction/rupture, infection! capsular contra&ire, 
implant extrusion, necrosis, healing related (with the:ex~eption‘ofextrusion/necro~~s; in&iding ” 
swelling), pain, unsatisfactory cosmetic result, device inury (iatrogenic~or tr&&ati$)~br&& d cancer, biopsy, patient request, and other. 1 This sami,* I?;errfr$$waS used to’“present the ‘&pi&t , 
removal/replacement data. 

-_ ~_ ,I ( /_ ,, 
. a*~ i I * ,j. 

: /I.. / ,’ 1 
With respect to reporting possil$e implaii~%$ti&! for the Core Study, the sponsor included 

i 
kP,, -“,,\^ I_ 1 %_/,e .,,,__ /, data Mom three SouT ces: (1) the check box“‘suspec ted ~~~~~~“‘on the C’~~~l;;~~~i6hcs’~~~e’~~pd;rt “- 

Form; (2) evidence of rupture noted at explantation or at reoperation and recorded on the Explant 
Case Report Form; and, (3) for the subset of’approximz&ly 34% of the Core Study patients ’ 
participating in the serial MRI screening ev&?@n for silent rupture; those devicesreported as 
“TUptured)) or “indeterminate for rupturk” by”ei~~~r t~elocal bi.~en~~~r~i;i~~~:~~i[ ~~~O~~~a . ., 

on the MRI Results Case ReportForm. I ’ ’ , I...) _ “__‘, _. i‘““, ;.,;..i., 1”. :,,, -,.z :.; ‘, .A, . ...,. /, -.;,.. 
_. 3, ” 

Most implants initially suspected of rupture by one ofthe above three methods und&.&$it 
additional testing (i.e. implant replacement/removal, .su~$kquent’k~.s~reening; follow-up 
ultrasound) in an attempt to confirm the rupture status of the implant. The sponsor reports 
implants as “confirmed as ruptured” if the rupture was evident at the time of implant 
replacement/removal. Therefore, only those implants noted to have visible rupture by the 
explanting physician at the tim,e implant r&&val/re$acement were reiio”~~;d‘ais’“coiifi^i~e~’ 
rupture” bj the sponsor. The sponsor repor&%nconfi~ed ruptures” if rupmre?s suspect&by 
one of the three sources described above, a%: a confiimatory follow%tp stu~y~p~o~~~~~~~~!Such as .,,.. ?* .:,;. :1. ‘.~__.,s*./,y.~~:u_l “_) -^..( ..~S,/, “,_ 
a follow-up MRI or implant removal!replace*@$t) has not been performed. The sponsor rep&%*‘*” “‘. 

.) _ 

implants as “not ruptured” if at implant removalireplacement, the physician reported no visible 
evidence of rupture, or, in the case of rupture~noted on MRI, a subsequent serial MI$I‘ 
examination or subsequent MRI reading indicated no rupture. ,, i, 1’. 

As part of the Device Retrieval Study, all removed implants (from all prospective studies, 
including the Core Study) were to be returned~to~the sponsor for microscopic evaluation, Note 
that not all of the i,mplants suspected of rupture and explamed~were returned to ‘the sponsor for 
this microscopic evaluation. Therefore, some of the implants removed/replaced and noted to not 
have visible evidence of rupture by the explanting physician may ‘have’had microscopic evidence ,_ “,.. 
of rupture. ,z*.. : Ij‘.. i ! 

2 1 ., 
For symptomatic ruptures (i.e. those noted by physician examination) the onset of symptoms is ..‘S._ bu,:r,“.‘.cA,. &,,:<--q ,..,a\In*;i. .,> ,\ used in the Kaplan-Meier analyses for dett+mi@@$ ~~~~~~~~s’etl~~~upture. For ruptures 
identified via reoperatiotiexplantation, or for asymptomatic ruptures identified by.&%RI screening 
of a subset of the Core Study patients, because the exact”dat&f occurrence of rupture’& __ i* -, -* _/_ 
unknown, the onset time is estimated by the sponsor as halfway back from ‘the time of 
reoperation/explantation/MRI to the last date theimplarit was kno~wn to be intact. ’ : ./.“. 

I 
i _:” ! , .* .! 

.Zs,’ I.._ ,I.“, ,i ._, ;, . I . . .., j ,, “, 2 >* *, ̂._ , \. ,,!.~_ I 
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c. Core Study Conduct _ 
/ “I.’ ” i i ,,. _. 

There were a total of 92 protocol violations “in%; Core Study. The majority of these involved” ’ 
patients signing an informed consent document with noror incorrect%@ information or signing 
an informed consent document that had missi~ng historical device *rupture rate” information. hr the 
latter case, the patients were provided the ,correct rupture rate information at their next scheduled 
follow-up visit. These are minor deviations. 

I 

D. Adjunct, Study Protocol 

This study, a prospective open-label study, ias initiated in 1998,~and “Gas intendedto make the . .A ; i,.,,~.~;..:;l.~L,~,-. : “. ).~ ._,, I I. ,, _ 
implants available for patients seeking prim~bre& ~~c;;~~~~c~i~~orrevlslon of an exlstmg < 
implant due to medical or surgical complications, while’collecting limited safety information’up 
to 5 years after implantation. The indicatio&“fo.; @se forth% &&are patients who ‘meet the 
inclusion/exclusion criteria for recons~ciion;d~~e~~~~o?of”~~existing breast implant ‘vvith 1., ..,?, 
silicone gel-filled breast implants. The in&sion cr@erra cith k$e& t’o &iKi&lkation 
includes any of the following conditions: post mastectomy surgical removal of the breast for 
cancer or other diseases; post trauma or post surgery ‘(for any reason) with total or p’artial removal 
ofthe breast resul&pg in significant deformi+, seve&p&$is re~ui~~~~r~~o;;~~~~~~~~ ;Zi:e:” -” ” ” . ’ 

mastopexy); any congenital or acquired discrepancy in breast size ghicli represents ‘a significant 
physical deformity including but not limited[to pectus e&a%%&, p&us carinatumt thoracic 
hypoplasia (Poland’s, syndrome), scoliosis, tube&s breasts or congenital absence; revision of an . . . i, ,‘.,A SW, .,,p:. 2 ., ill . 
existing (saline-filled or silicone gel-filled) implant dueto a problem such & implant~rupture or . . 
significant capsular contracture (Baker Grade III or W) requiring revision; or, contralateral 
mammoplasty for one of the aforementioned circumstances, when me&ally indicated to provide 
symmetry. Additional inclusion criteria include the follo?ing: females of any’age for which 
breast reconstruction is consid,ered appropriate,$dequatk tissue cover, and saline-filled impfants 
are not an appropriate choice. 

// _#,I ‘[. ,; : _a ’ “_ “. _.I, ‘. ji -’ 
)’ : . .“‘. :’ 

,I ,11 _/ ‘I,II, ,_ ,i .,._ ,,._ _~ ..,i ,” ,.., *“‘; /,,* 
Exclusion criteria include the foliodjing?a&%nced fibrocystie ‘disease considered to be 

., ” .i ~ ,.. 

premalignant without accompanying subcutaneous mastectomy~ existing carcinomaof the breast ” ~$.,,G<>j 7 ~“,‘>,“” 
without mastectomy; abscess or infection in the’body at the time of emollment;’ pregnant or 
nursing; any disease, including uncontrolled ,diabetes, which is clinically known to impact wound 
healing ability; tissue characteristics~v&ch are clinically incompatible with mammoplasty (such L 
as tissue damage resulting from radiation, inadequate ‘tissue, compromised vascularity, or 
ulceration); unwarranted surgical risk; inappropriate attitude or ‘motivation; ~ugmcntation 
mammoplasty without at least one of the inclusion criteria pertaining to the indication; diagnosis x ,_ “_ : _\. 
of lupus or scleroderma; and, replacement of ~saline&lcd implants solely for a less than’desirable 
outcome, such as wrinkling. 

” ,, I : < : I. ‘i : ,‘V ‘_, . : _, i I i‘b,. ‘. i 
$ i,, Q’$‘. * _/ ./” ._‘: -> __*_ ,_~_, ,; _,. / 

Sample size is not limited in this study, in keeping vvith’the’ intention of making theie 
,P .,. , 

._,(. ^ .;;_, :*-i-s (:“,.**.,,~,.v-‘-.-r *+,1 ‘,“““r,,.x : / I”> . ,‘_” ,,” ( ,,,, implants 
available for patients perceived to have a public health need, and enrollment 1s currently ‘ongoing ._. ;. ,,( * ,.-A- +y’. ..*/*/*- I., _r I_ ). 4”. L.“. .;.-._ i, i” i L ,~;*. \“,..#%, .,n-.;,i.,,/.‘i ,_:. . 
Implant styles included in this study are Styles’ 10,20,40,45, 110, 120, and 153, which are 

‘ 

included in the styles for which the-sponsor is seeking approval. Poll&v-up frequency ispre- 
operatively, intra-operatively, and at one, three, and five years post-operatively. ’ ; 1’ 8 

I. c !:l ., ,. 1 , 
, I 

I” ;: “, ‘,*,,q‘ ,*/.. A., / :_ </ ,.p _* ? . A.+, ‘,,‘; c. _ ;-. ,d- 1; ,:’ :i .‘. ;*^I: : :‘, ‘- I . > - ,. / ,_’ 9 I ..; > 
/ : ; 
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The com plications collected at follo,w:up inc1ud.e the following: swelling, redness, breast pain, bruising, loss of nipple sensation, nipple ~j$~$~sit’;iitjr;’ s~i~~aresthesia, ‘sf;in”hyl;ersensitivity;,- 

delayed wound healing, irritation, wrinkling; implant m alposition, asym m etry, implant 
palpability, implant visibility, capsule calcification, hem atom a, serom a, infection, tissue or skin 
necrosis, hypertrophic scarring, skin rash, lym phadenopathy, implant .extrusion; impl~t’rupture~ 
Baker Grade capsular contracture. W ith the.exception of”capsular contracture~ all’com plications 
were to be recorded in terms ,of severity: very m ild, m ild, m oderate,.severe, and’very severe.. 
Additional inform ation collect~d,,at f$~~w$p inciudes’the following presence/absence of 
norm al/abnorm al m an.nnogra!m , reproductiol?/lactation history, m edication use,’ m edical history, 
patient and physician satisfaction, indications for additional procedures, and types of additional ! 
procedures perform ed. ! . 

i j j ,._ ,./. ._:.,/‘iI_.//_ ;, 
/ I /I I 1 : :,/_ “‘ ,n :r ,.,_ .; . _ ., 1 :. .p ,-. /_! +  ̂ . L I .,, 1 ’ :I / I., 

E . Adjunct S tudy Conduct 
“l (. ,(. /_~ ,,- 

,-4; / : ;, _” ., 1, , ,-- I 
P rotocol deviations, included, the following’ inform ed consent for Adjunct S tudy not obtained = 

! ,* “,: 

prior to surgery (2 11 patients);~IRB suspension (4 investigators); device implanted ‘at a facility 
without IRBapproval(86 patients); patient ‘not eligible due to inclusion/exclusion criteria .-.-i ‘, ‘ ‘-” .*, . 
violations (26 patients); and,. device implanted by a non+authorlzed mvestlgator at an&B 

._” ^I\ ,,. ‘6%. & :cI ,+,&M >  L2,” / *  ,+:: i‘:-,i.(! .’ c; -j.a : ‘*a->“‘: ~1%” _, I> j ? 

approved site (25 patients). Note that these violations do notafiect,,$he quality or ~t&?quantity’of ’ 
the data. Of the protocol violations, 23 m et ~o”~al~~-‘~~~~s~~~~~~~~r~~ (i.e. augm entation 

-7 /, i 0;; j,,. ““c”,,,~.\“... __/ -, 

indication), 1 patient was pregnant, and 2 were transgender patients. Safety data from  these ;.. 1 : ..“b-e,>.> s+“d.,, i, ...,:,” 
patients was excluded from  the &n&cation presentation. 

I. i j, , 
I, .I. -. ^i 

I-.- ‘- - ..; 
Of those protocol deviations in which surgery‘was perform ed prior to obtaining inform ed consent 
for the Adjunct S tudy (2 11 patients), the sponsor obtained signed inform ed consent docum ents 
for all except 27 patients: The--sponsor indicates ‘that shipm ent ofAdjunct S tudy D&&&has 
been suspended at these sites until adequate resolution of m $“‘protocol violations and signed 
inform ed consent docum ents for the Adju&@mdy ‘are provrded. ‘*The sponsor indicates’ that in 
som e cases, patients who do not wish to participate in the Adjunct S tudy have refused to sign the 
inform ed consent docum ent for this study. ;, _; ,s,.‘, __,“\‘.,. / s 

/ I 
III. 

coRE STUDY REsuLTs--AvCniENTA*rrBiW .*,v I ‘. : ‘ .,,. ‘, :, ‘: 
,i 

A . Patieut. I@sposition-Core Augntetitation Col@ti, / 

Enrollm ent of the augm entation cohort occurred betweep ‘January of 1999 and June tof 20@0 by 
20 investigators at 23 sites. M ost of the investigators ar$ in private practice as opposed to 
academ ic institutions. Investigators enrolled as few’& 2 and & m any as 46 ‘patients. M ost- 

‘ ,.. __ ^ 3 

investigators implanted one or two of the 7 styles for’which the sponsor-is seeking approval. 
Note that styles 10 and 20 (sm ooth surface, m oderatc and::fu[l proj~tion; respe~iv~~~j-were”not 
utilized in this cohort. The least “used style w,as 153, double- lum en contoured. :” .i_ y;, .., / 

2 I,, ^= 
The date of database closure was M arch 27,2003; therefore, 2 years of follow-up’& available 
for all patients, with som e patients having up to 4% years of follow-up. Based on this date, 
83.0%  of patients were eligible for a 3 year (+2 m onths) visit. A  total,of 495 kgmkntation 
patients were implanted. One patient was excluded’ from  the analyses due to violation of the 
inclusion criterion of age 18 years or older; therefore; d&a &e r&o&d for 494 patients (987 
devices). Through 3 years (up to 42 m onths), $&k ke&‘i’fia&nts who we;e I$% %  to leave 

j .,‘, i .” in 10 : :I) 
-1 1 
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(, /. 2*i.r;sx,P”&, &“> ,+.t :$ .*., I ,/ ,. “/._ 3, 

discontinued f+og the, study: 1 due to death (no information given; b&,&@l’~p&&~ without ’ 
cause of death), 5 due to patient choice (i.e. long-travel distance or refusal of &Zher folloG&p) 
and 13 due to removal without replacement of all study‘imphuits~ I_ ” 

_. ./, _ ” 

Of the 13 patients (26 implants)who underwent removal tiithout replaktient of IX& &dy 
implants through 3 years (42 months), 4 patients rec&steda change to saline imp&n&, 3 
patients no longer wanted the implants, 3 patients unde~@ent replacement ‘&h &o{her 
manufacturer’s implants, and for 3 patients, an unknot reason wa?- given for.nqt &placing w$h 
study implants. Of note, most of these patients reported at least one, and in most c@s,,s,several 
complications; 3 of these patients reported no complications” (one “patient &an&d larger &&nts, 
one wanted saline, and one reporting no longer’tiantingthe implants). Of the 1’0 ~&k&s 
reporting at least one complication, using the hi&r&y for implamremoval; the”‘$&G&-y’&ason~ 8 I” “WS =,.s”” 2-g Ljl ; : i _(* for implant remova, in tbese d~sconti~u~(ih-&y&~ is as folfows: caps;;ld&d&-~tii~ (3, I” ,*,^, 
patients), swelling (2 patients), ~.i~~ng (1 'pa{i&ntjf asymmet;j (l"~~~ie~t~; '~~ -"" " '. 

heaviness in implants (1 patient). &ote that me. sponsor didinclu~e ‘rhese compIic&?n&i the’ 
reporting of KM risk rates. 

n,- . I  

_;. (_ 

/_ ! “ i ‘_  L  

/\ ‘,I ,’ , 

j- ‘>. - ,.,., GI‘ ,, f~,” -i ..I i ( /_ .J , ^. 
Table 2 below summa&es patient disposition&rough 3~years:‘ The 6t@Gtip iate, tb?G&3’ ‘i_ 
years (which is actual divided by expected foiloti;~p~‘& 81.3O/d. ‘The ttio y&follow-up rate 
(data not shown) is 90.1%, which is excellent. Note.that.the sponsor used a +2’ month ‘window 
for determining those patients theoreticahy’due; yet, they used a +6month window for reporting 
cumulative deaths and explants. Because it is inipoiiianfto include all known reported deaths and 
explants in the reporting of patient disposition, Table 2 below includes data with these s \ 
inconsistent timepoints and an explanation in the footnotes. * jii, : /_ ,_ _. i)‘-J I ’ “, _- L 

,) _, ; ,.. j ,. .,, 
! : “,,;,‘, s ‘\I ,, // . ..L :’ 3 “4, 
.I”’ !- !.’ ,i ._ 

! ,. 
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Table 2: Patient ,Disposition through 3”yGrs on a by-patient basis-Core Augm entation 
Cohort. / t 

Implant rem ova14’5 13 
Lost to follow-up6 62 .i... ‘,‘, Notes: lExcludes ape patient Woo did not’ niee~~~clusid;i’cr~~~~on’foim ini~~l‘age off “1 s y,ars at 

implantation. .:‘1’ ” ,,.!. 
2Based on follow-up to 38 m onths due to an-additional 2 m onth window for the 3 year 
follow-up visit to determ ine theoretically due. -j ’ ~ “‘ 
3Expected follow-up is theoretical follow&p m inus deaths and rem ovals without 
replacem ent. 9 ! 
4Based on follow-up to 42 nionms’due to ‘an’additional G~month windoti’ for’ 
determ ination of deaths and rem ovals. 1 ’ Ij 

‘Defined as rem oval without replacem ent of all study implants: 4 due to repkcem ent with 
saline implants, 3 due to no longer wanting implants, 3 due to replacem ent with another 
m anufacturer’s implants,’ and 3 with no reasoln gben. & te:that ‘10 of these ‘patients 
reported at least one com plication. . I L ; ’ ’ / 
‘Five of these patients requested discontinuation from  the study due to long ‘travel 
distance or refusal of follow-up. f.pk :.r. : ::..“I :;, i i ‘,.I : ‘> ~_ ,., 

I ; I 

B . 
>’ i. 

Demographics/Baseline CharacteristicsAo<e &@e&&on C&c&. i 
.I ” “. 

The dem ographic and baseline characteristics are sum m iarized in Table 3,below. The, me@?-n 
age is 34 years (range 18 to 60 years). Note that the ArhericanS,~,~iety’for Aesthetic Pliisiik ~>1 _l”.” .,,, s_~c/ :a.,! ,a .~)- 
Surgery in 2OOi indicates ‘that the ‘m ajority of breast augm entation patients ‘~~“~~~~~~~~ae~” .’ ^ .’ 
of l9 and 5o years old, which is sig;id.;d j;l rep;;sg&illlg ZherB”+bdiucti.e years. . i .t, . _I 

6 /’ : / 

Table 3: 
I..), , I I 

Patient dem ographic and baseline characteristics-Core Augm entation 
Augm entation 

M edian age (range) in years 
N,= 494 patients / 
34 (18L60) I 

_ 
Num ber (%) Caucasian 415 (84.G% ) 
M edian weight (range) in pounds “’ I 125 (90-200) 1 - . l.. f I I ., .” ~ -.., _/-* ,., ,.*. , . / : _ ,j ,_ _. .;,. , ,I 
The surgical setting, type of anesthesia used; distribution of rmplant types used,‘inckon site; .(, ,“,> ;*, .-“.“*~,~~~ “ZA I --I. _~._,V^ ,.k y 
implant location, and intraoperative m edication us&s &nmarrzed m  Tables 4 and 5 below: 
M ost patients underwent implantation in an outpatient basis, had general anesthesia, and had r 
parenteral m edication (most com m only antibiotic). There were no surgical com plications v .- reported. Drains weie placed in only 18.6O/, of rmpi&rtations, and ~con&rrent ~rocedureswere as ., ,. y I ,,“p ,, .; I, ,, ,h_. /‘.. / ‘ ,” t* 1: : ,j ” , ‘ 

( ~ I; *-I ,.{ . ..+c..A .~>.:.;.““:r _.. ,-.’ :, /_: :,. : 1 +,‘,. /; .::.:1 . . I. ,A .‘,:.:: ; _ . 
“i 

12 
‘,U:b.. ,/ 1 , . I, . {_ ,^ ,, 



I ” < ;n.” .* i , : . ,,. jl ,,, ,_ 
. i 

: ). I _^ 8 ,! ” I _ ^,. >\ 
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performed in only 146 (14.8%) of implairtaiions. 6f these 146 implantations with don&u-rent . 
procedures, the majority 128 (87.7%) consisted‘of mas$&&y: . : i (. 

i ,, _ _ 1 _. .*~ 
The majority of implants (68.3%) were placed in submuscular locatron. The use-of smooth 
versus textured implants was nearly approximately equal: 55% smooth and 45% textured. The 
majority of implants (92.3% of implants) were placed with some type of pocket irrigation. The 
most common type of pocket irrigation was &th an antibiotic. ,-. I 

Table 4: Surgical setting, anesthesia;‘a 

Type of Pacihty 
l Doctor’s Office 
* Surgical Center 
l Hospital 

Type of Anesthesia 
l General (k Local) 
0 Local Onlv 

Parenteral Medication’ 
l Antibiotics 
l Steroid 
0 Anesthetic 
l Sedative 
* Other 
0 None I-. 

. 424 (85.8%) 
i . 152 (30.8%) 

l 2 (0.4%) 
. 48 (9.7%) 
l 21 (4.3%) 
l 67 (13.6%) 

Notes: ‘The sum of parenteral medication exceeds 100% because more than one type of 
medication may have been used for an individual panent. 

.I 
: 

Augmentation 
N = 494 patients 

. 
l 235 (47.6%) 
l 196 (39.7%) 
l 63 (12.8%) 

@ 375 (75.9%) 
. 119 (24.1%) 

:  
. ,  ;  :  

2. 
1 

.^/, _ 

/ *, _,_, 
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Table 5: Surgical characteristics-Co1 

Incision Site 
l Inframammary 
0 Periareolar 
l Axillary 
l Mastopexy Incision/Breast Scar 

Implant Location 
0 Submuscular-Complete 
l Submuscular-Partial 
. Subglandular _, 
l Subcutaneous , , ,, ,, _ 

Product Styles 
l Style 40 (Smooth, round) 
l Style 45 (Smooth, round) 
l Style 110 (Textured, round) 
l Style 120 (Textured, round) 
l Style 153 (Textured, contoured) 

Surgical Pocket Irrigation’ 
l Steroid 
0 Antibiotic 
* Betadine 
l Local Anesthetic 
l Not reported 
l None 

Augmentation 
N = 987 imnlants 

/ . 

. 462 (46.8%) 
l 388 (39.3%) 
. 124 (12.6%) 
l 13 (1.3%) 

l 94 (9.5%) 
. 580 (58.8%) 
. 307 (31.1%) 
0 , 6 (0.6%) 

. 420 (42.6%) 

. 120 (12.2%) 

. 244 (24.7%) 
l 128 (13.0%) 
l 75 (7.6%) 

. 8 (0.8%) 

. 761 (77.1%) 
l 396 (40.1%) 
. 318 (32.2%) 
l 2 (0.2%) 
l 76 (7.7%) 2 ,,“, 

Notes: ‘The sum of pocket irrigation exceeds 100% because more than one type of irrigation 
may have been used for an implant. 

I ,.I, / ., 
1 “. 

” : .^/ / . . 

C. 
,a 

Local Complications-Core Augmentatiod Cbh&t ” j .1 , 

Table 6 below summrizes the 3 year cumulative Kaplai&eier (KM) risk rates offirst 
occurrence of complications occurring in 2 1% patients reporte’d on a by-patient basis. ’ .I _ : 

For the majority of local complication types reported in the core Augmentation Cohort (i.e. 
asymmetry, breast pain, bruising, delayed wound heaiing,‘hypertrophic scarring; palpability, 
irritation, lymphadenopathy, nipple hypersensitivity,‘other ab&mal scarring~ ptosis, ,redness, 
seroma, skin hypersensitivity, swelling, wrinkling/rippimg,~‘~d other. complications), the “. 
majority of reports were of very mild or mild severity. There were.& reports of ir&tion or 
pneumothorax in the Core Augmentation Cohort. 

/ 



; ‘ ‘Ii.” -’ -’ 3 : \ 
‘.. 7.‘ *., .k, .f ~,- -: ^ _ :-, .,-7 i, ,._ _ 

j’ :_ j I. 

i_ : : /. 
-4 .” / ,. 
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Table 6: By patient cumulative KaplarGMeier Q&4) risk rates of first occurr$ce (95% 
confidence interval) of local complications* occurring ‘in r“ 1%2 through 3 years of 
follow-Lip-C 

-“:a. -. 
oreAugmentation Cohort. ’ 

1 Core Augmentation 
” 1 ““:‘i 1 1 _, _,~.” 

1 
1 N = 494 Patients 

Breast Pain’ 1 6.2% (4.0%. 8.4%) ‘ 

Loss of Nipple Sensation’ 
Loss of Skin Sensation 
Other Ninnle Comnlication 

3.1% (1.6%, 4.7%) i 
;- _.. 1.2% (0.3%, 2.2%) I ,lv_ ‘. 2.8% ‘(1.3%. 4.2%) ’ -- 

1 Ptosis / / 3.3% ,(1.7%, 5.0%) 
Redness 
Removal/renlacement 

2.6% (1.1%‘ 4*1o/o ,. 
I , 7.5% (5.0%. 10.0%) 

Notes: ‘Includes reports of only 2 moderate severity for the complications of asymmetry, breast . ” ._/ 
pain, capsule calcification, delayed +ound healing, implant malposition, )_ ’ ” . ^ .. 

..I, .,.. 

irritation/inflammation, loss of nipple sensation,“riipple complications, ! 
palpability/visibility, skin sensation changes, and wrinkling. 

/ 

2Capsule calcification (0.2%), implant extrusion@.2%); palpability/visibility (0.6%); 
lymphadenopathy (0.4%), lymphedema (0.2%), tissue/skin necrosis @2%), ’ 
wrinkling/rippling (0.7%), nipple paresthesiaJhypersensitiv& (0.8%). ~&ddrug reaction 
to compazine (0.2%) not shown. .! 
31ncludes confirmed rupture of 2 silicone gel-filled implants-in 2 patients detected 
through explant and 3 suspected yet ~unconfirmed’implant ruptures in 3’ lG&$-&identified 
by MlU for a total of 5 implant ruptures in 5-patients. Excludes one implant rupture not 
confirmed with MRI or explant, and excludes’ one impla$rupture noted to be’ visibly 
intact by the explanting physician but having ‘a sharp edge opening on microscopic “-* 
evaluation (See Figure 1 for details on rupture). 
41ncludes all scarring complications. 1 

I 1 
‘Includes all reports of hypersensitivity, ‘paresthesia, and loss of skin .sensation. ” “’ 

. 
,_ ;. 

/ ,.,, I .a , .._ x ,/ >.i; .,;I ” . . / r / I,, < : I’ .> * i ” -’ ,( ~.I I 
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, “_,. .‘. I‘,. 
Reoperation: # : / 

W ith respect to reoperation, there were a total of 248 additional surgical procedures performed 
in 112 reoperations in 94 of the 494 patients (19.1%) th;o@h 5” ye&s of follo’w+p in the &ke ’ 
Augmentation Cohort. On a by-implant basis, i 5’0 of the:987 ~+&jh$&& ‘(‘1 S%$ ” Se ^ 
underwent~at least one reoperation. Of the 94 ijatie;;;fs’~~~ergo~~~‘~~t ‘i&t& %ik %$$%,iori, the” .’ 
majority (79 patients, 84.0%) underwent one reoperation; 12 patients (12.8Oh) underwent 2 
reoperations, and 3 patients (3.‘2%) underwent 3 or more reoperations’. bf the 112 reoperations, 
approximately 75% involved one or two procedures per reopen&ion. Table 7 below sknnkrizes 
the types of reoperation procedures performed through~3 years in the Augmentation Cohort. The 
two most ~ommoniy performed procedures were capsule related (3 1~9%)‘and~removal with 
replacement (20.6%). 

I r I I1.U . “” ,v A‘. j ._ (_ . * .., *. , )... _,_._._ 

: ” , ” _ ! ‘: “-” ._ + .‘, ,,_ (;L I.. 
Table 7: Types of reoperation procedures performed&rough 3 years--Core Augmentation’ 

Cohort. I < 1 _, + ,, ,. _ I .“j /._:“. .‘ / 1 
Type of Procedure **,. , ; ” *,!i: Core Augmentation 

,*; N = 248 Procedures 

, ,*,*,‘L-;l* ,: j ,’ I_ 
I’ ,_’ .’ 

i-**,. “I I 

Table 8 summarizes the primary reqson f@ retip&a%i”oi basedon the suggested’hierarchy 
described in section I1.B. of this review. There,were 32iprimary replacement/removal 
reoperations through 3 years; the majority of these (24 &operations; 75%) were due to a 
complication-including unsatisfactory cosmetic rest.$~-which is a chnically significant 
complication, particularly for a cosmetic indication -and 8’(!25%) w&e due to patient request. “I . i. .I, ._ ._ 
Of the 26 capsule reoperations, capsular contracture/painconstimted the primary reason for the 
majority of these reoperations (20 of 26; 77%); while, 6’of the capsule reoperations’(23%) were d~e~oan~satisfactorycosmeticresu~~~ ~ I ‘j “’ ’ ” ‘, _” .‘.*“:;F,“““” .,“’ j, :,.,‘. :‘,r‘ 

: I*.,. : ,_: : I .! ) :_. I / 
;: 4 * , -. 

I, * ,/ 3:; 2,” ,, I _,j” ,‘. ,” ‘I- .-; / ,., : ! I 
. +. ,(._, , . I ‘_ ” : ‘+,I. . * J’ “. 

: : _I a-; / ‘ ,“. .- 3’ I ! L-i.. <‘,_I ‘,. 
16 _._ .* _, I , , _. /‘ 1, .__ .x, _ ~~.. , _ 
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/ 
Table 8: Primary reason’ for reoperation and primary procedure performed through 3 

/, 
‘! ~_,, ” ^> 

Reoperations 

2 (1.8%) 
1 (0.9%) 
1 (0.9%) 
1 (0.9%) 
14 (12.5%) 
11 (9.8%) 
6 (5.4%) 
5 (4.5%) 
5 (4.5%) 
3 (2.7%) 

Need for Biopsy Biopsy 
Patient Request . ’ + Removal/Replacement 8 (7.1%) _ Notes: ‘Heirarchy: device malfunction/rupture, infection, capsular contracture, extrusion, 

necrosis, healing related (hematoma/seroma, delayed ‘wound healing),‘pain~ Lrkkisfacto’ry 
cosmetic result (contour deformity, malposition, wriiikling~rippling~ paip;;b’i~;tyivisibi~i~, 
asymmetry, ptosis, scarring), iatrogemc or traumatic injury; breastk&er, biopsy, patient 
request (style/size change, anxiety), other. .‘I * :: I .i* I / t. j’- 

; >, ;yr:, $1 : i,,‘..: j I ” ._ ‘/- _I. :*.,” ,“ ; ._ ., 
Implant Replacement/Removal: ‘. ,/ / 

^ .- .1 ._ ,, ,. .: 
W ith respect to implant replac~m&&$&~~~ of the 987l&ma$ augmentation devices‘ ‘ 
implanted, there were 60 implants removed (6.1%) through 3’ years ‘for any reas&LT’kble 9- _ /, ,. ,..._,,. which were removed/replaced in’?2 reoperations.” Of the 60 implai&“removal/replacements, the’ 
majority (42 of 60 implants; ‘“70.0%) were removed/replaced to treat acomplication~including 
those complications categorized as cosmetic,. and 30.00/o were removed/replaced due to patient 1,. .‘, ,, __ , 
request. Of the 494 augmentation patients, 32 patients (6.5Oh) underwent at ‘least one 
removal/replacement through 3 years, with 27 patients (5 1 implants) undergoing replacement, 
and 5 patients (9 implants) undergoing removal. without ‘replacement. - Of the’ 5 1. implant . 
replacements, 27 (53.0%) were for an increase in-implant size. j. I :-; I_ 

‘< Ii 
. *. _; , $ o--,- / .’ % , 

1 ~* / ^ { ‘,. 
i *. 4 _., ., j ;< ~. i I/ i. .I. ,I :_ 

I / ,, / j t / t I . 
17 : :, 
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Table 9: Primary reason’ for implant replacement~removal through 3 yea&szCore 
Augmentation 

4 _,._~ ,, _/.,_,) ,_ 1 -,,_. .^ I . I. -. L;,- _ . i. . . 
Primary Reason 3 Years 

N = 60 Implants Removed 
f’r\mnliratirm Treatmentlf’ncm&ir OlltrnmP 43 (70 no/,\ 

Capsular Contracture 27 (45.0%) 
Extrusion 1 (1.7%) 
Malposition 

I, 
(_ ‘- - ” : 

_a; ,,_,., 
6 (10.0%) 

Asymmetry ,3, ( 5. m 
Ptosis 

_’ 2 (3:3%) 
Breast Cancer 

-/..,_ /. _,9. I ,,,, ‘/ 
1 (1.7%) 

Patient Choice x :_’ 18 (30.0%) 
Change Size/Style 13 (21.7%) 
Patient Concern2 5 (8.3%) 

Notes: ‘See section 1I.B. of this review, “Cc&Study Data Reporting” under “reopemtion” for 
description of hierarchy. ,. . . ‘ ’ ‘, ’ ; , 
2The sponsor refers to this as “media anxiety? 

i 

: ‘/ 
Compliance for serial h$XI screening: L f,, _., _ i ‘.” 

Recall that a‘subset of the Core Study patients under&ent serial ihm tkrekhing f;bl’ ’ 
determination of asymptomatic (silent) rupture. For the, Core Augmentation cohortj 166 of the total 494 Core Augmentation patients (33 1 Of *e.td~~~..~~~~~~~~~~~~~~~i~~~.~~~~~~~~ial~~” ..,^ 

subset cohort screening for asymptomatic rupture. df this I66”Core Augmen&ionpatient 
subset, 6 patients had removal of their primary implants prior to the first screening at 1 year after 
implantation. Of the 160 expected patients, there were “~39’pati‘ents.(Si%.;;f expected) “who: had 
their first serial MRI screening at approximately ~1 y&after implantation. “At the’skcond’ MRI 
screening at approximately 3 years after implantation, 83 patients (64%‘ ofthe 13,O expected) had 
their second serial MRI screening. At the 3 year sc~~~~ng;‘li7-~?~entsi36%‘bf’~e~~ 30 -. -” 
expected) were lost to follow-up. In summary therk where 289 implants in 145 &ients which I... _>I 
had at least one MRI screening and are i&h&d in & m subset for &rk ‘i 
Augmentation. On a by-implant basis, this rep&se& 24.3 % of the total’987iCore 
Augmentation impladtk 
below, 

The findings of this screening are described in the “Rupture” section &, /(, ;I/ ,.,.‘ -,I ;“‘,*‘.“‘“.‘. .-’ *, .; >‘.“l;.,‘:%p j’ *;* “c,. >,., * ,““l .^*~“.: 
/ 1. 

Rupture: 
i 1 

The sponsor was asked to provide reports of all diagnostic studies related to implant rupture, and 
surgical operation notes of all explantations related’to implant rupture. 
incorporates this information. .,’ ‘a?> The’foIlo~ng~summary i :I;,. __ <_ ” - 

,), i, “, I”. 1 _~_ 
__I :^ 

Of the 987 total Core Augmentation implants,.J@ idplarits were ‘ikitially rep?%&% ~” ‘- (- -, ’ 
“suspected” ruptured through 3 years of foll$v>p! l’&uspected at physician exam (pain and 
tenderness following a motor vehicle accident), 2 reported at reoperation, 1 reported at explant, 
and 6 reported via the MRI screening stib&t ~~es~~~~~~~~~o~~~~o‘fid$; C”ofe ‘Augmentation 
implants which underwent at least one MRI screening for asymptomatic rupture foliating 
implantation. These “suspected” ruptures, in some c&&s; ixiiderivent additional evaluation, 
which is depicted in Figure 1: Flowchar~~6f%@ures ‘. i*.- ‘b’core~A~-htatiqn belqd. ,TFe 

; . 
j i ,_ -_ 1 -. : 
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,. 

following text in this section explains the sponsor’s ch&&ter$&ons~ of these suspected ruptures 
as shown in Figure 1. ..(, ./ /._, ._.;__, . ;_>. \ ,.&,.-.i.,,-., . / ._, 

i?.’ _/: ; , I ,_ Si’ : / I ‘ . ,_ ./ ; , 
The one implant suspected of rupture reportedby physician exam following a motor vemck’ ’ 
accident underwent mammography and clinical follow-up &rich indicated an intact implant. 
Note that although neither explant nor MRI have been performed to ‘definitjvely &e out a 
rupture, this implant was reported as “not ruptured” by the sponsor and is not inch&d ‘in‘the 
rupture rate. j ‘1 “/ -_ ; ^, I, _.1 .,. I” i) >, /.).,/, _.., , 

: 

Of the two implants suspected of rupture reported at’redperation (the reoperation was for Baker ’ 
grade IV caps&- contracture), both implants were ins the’ same patient. At the reoperation~- 
which was capsulectomy and replacement%& ‘imphkt~tias’ reported as’having mt&cap&r ’ 
rupture and the other was reported as intact by the physician. This latter implant w@?ret@-ned to 
the sponsor as part of the Device Retrieval Study, and Iexamined mi‘croscopically, revealing one” -” 
“sharp-edge opening,” which according to the sponsor, indicates -surgical instrument damage. 
Note that although microscopic analysis inckated a rupjkke in m&&plant; becausethis“tipmre 
was not reported at explant, it is not included in’the rupture rate. 

I 
The one implant suspected of rupture reported at ex&a& was confirmed as an intracapsular ‘. 
rupture. This patient initially complained of pain and nodules in the left breast and ‘axilla.‘ An 
ultrasound was obtained which indicated fluid around the implant and echogenic ‘nodules in the 
axilla. At explant, an intracapsular rupture was’noted by the- exph&mg surgeon: “” ‘. ” a _ 

/ 
Of the 6 suspected implant ruptures identified thtough iIk screening, all were 
asymptomatic and were not clinically ev&n&--cons~dered possibly s&nt ruptures. ’ Of these 6* ’ 
possible ruptures via MRI, 4 were determined’to‘be “indeterminate for JvRI ruptur& by either 
the Local or Central MRJ radiologist, and 2 $5~ determined ,~~,~ha;;e,ltcev;6ence,~f ?&$I~ rii&ue’s. 
Agreement between the Local and Central T,:radiologrsts was 9@% for the augm$&&n ” ’ 
cohort. , :v_ ), I* _ ,‘ * ,.i ,,, ,, ,,.. , _j 

8 
Follow-up evaluation of these 6 possible F silenf,yti@res is as follows. F&~$(l$Pmplants 
rated indeterminate for rupture at initial MRI screemng, 2 had not yet had a confirmatory study 
by the time of database closure and are classified as.‘~@~cor+rmed” by the sponsor (a follow-up 
MRI was performed approximately 1 year after-the indeterminate rupture status showing intact 
implants for these 2 implants; however, this report k&s received after the database closure ‘date): ,I ,... ): ~ 

and subsequent MRI of the other two implants approximately 1 year after the indetetimate 
reading indicated intact implants:’ For the i im@atitZ mdwatmg evidence of rupture onkitia~~ ^ ” 

.* .,Y,“ti :1. _._ c;, ,‘:~‘-$L,, “,.. . _l_,. ,. ~_,_l‘c~ .ih”+, 

MRI screening, one was confir&ed intact byhoth follo&-up ultrasound andsubsequentMH 
screening approximately ‘1 year later ir;dic~ti;lg“lack’~~~pture, and the other ‘Gas not yet ! _i 

r confkned~at the time of databaskcl~~ii;re’(s~~~~~uent to database’chkre; ~however~~thms, i~mplant, which exhibited a keyhole sign md pulling ~~;--fi-& gg frnfil-‘& ~g‘&f; -“~~~-~*m~ed md an 
, ,, ,+; ..a.““_ _; ,/lea ,~ I. I_ .,, i ” N. .,- ̂ I ,,‘“‘~,,‘.,“,,~,~.~ ““. ,i b intracapsular rupture wasnoted): Of the *3%i$ants whrch underwent a second m exammatron 

, 

indicating no rupture (2 which Were initia~ly’determined “indeterminate” for rupture and 1 which 
had “evidence” of rupture), the sponsorrepo& all 3 of these as not ruptured. 

I 
The sponsor, therefore, reports confirmed rupture via explantation of 2 impla&~(both are 
intracapsular; one rupture was noted during capsulectomy’ for Baker Grade IV capsular b .*I, / ;., , 
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, “/ ..I,, . ‘̂  ;. 

” 
_ . ,. , 

5  ./_ . >  I,(_  . .,” -  “,. ,,:/.:.- ,. ’ 8 , 
con tractm e , a n d  th e  o the r  rup tu re  repor te d  a t exp lan t fo r  pa in , a x & y  nod&r i’ty~ ~ & ,~ e try, z .)_ )“,1,_: . ._j~ $ > “< . /,, 
a n d  capsu la r  con tracture fo l low ing  a n  ,u l t rasp~dj$or t  indi ,cat ing .flu id , a r o u n d  th e  mplant) ,  a n d  
3  a re  repor te d  as  u n c o n firm e d  by  th e  sponsor .k , j 

~ , .I / 
: j 1 - . 

_  I L  i L . 0 , _  I. . -I 2 . . .‘ ., “, : . +  . . . . ,p  i ..,“,,, _  : ““* : “. ,b  ,, I: i ” _ >  
In  s u m m a r y , th e  rup tu re  ra te  repor te d  by  th e  sponsor  inc ludes 5 i m $ a n t r u l&&es -uncon firm e d  ’ il u  -/ 4  ‘““d q q  a ? 3 p f~  e ;, A *. ,.+ .v ,, i 
a n d  3  u n c o n firm e d & in 5  p a tie n ts th r o u g h  3 ’years  o f fo l low-up , wi th o n e  o f th e  th ree  /“/ 
“u n c o n fkm e d ” rup tu res  d e te r m i n e d  to  b e  rup tu red  fo l low ing  th e  d a ta b a s e  dosu re  c & e  o f M & h  2 7 , 2 o 0 3 . O f tb e  2  r up tu red  imp lan ts repo r te d  as’c6i j~ ~ ~ ~ ~ ,~ ~ ‘,~ ~ ~ s p o ~ s o ~ ; ‘~ .~ ~ ~ u & yx~  , 

” -2 . ,,_ . ,’ v ia  M R l sc reen ing ; o f th e  5  to ta l  r up tu res  repor te d  by  th e  spbr iso r - inc ludnY~‘those  -  
ca tegor i zed  as  u n c o n firm e d  rup tu res-3  G e r e  from ‘& , lscreening.  1 ~  

j,.. ,. ,/* ‘/, .~ . y *. ._ ,.. _  ; ! 4 . r  _ I\\. ,_  .:. ’ ,* 
If th e  add i tiona l  imp lan t con firm e d  rup tu red  a fte r  th e  M a r c h  2 7 ,2 0 0 3  d a te  o f d a ta b a s e  .I ,“,~  j 
i nc luded  in  th e  con firm e d  rup tu res , o f th e  3  ‘con fin te d  ‘ru$ tu res  by  exp lan t; ‘onk‘$4s  

c lo&re  is 

1 .: “IV  ” -  
a s y m p to m a tic a n d  init ial ly i den tifie d  by  % & lsc reenmg. _  2  

‘,.;,: , 1  ; . .s 3  .: ,: L  .I{ , ,.“... ,I / &  .,i, + ,*.,:.. , ^ ,. ., ). ,._  ( _ <  ,“I I, Jr  
Reca l l  th a t less th a n  one - th i rd  o f th e  to ta l  Co re  A u g m e n ta tio n  i n & a n ts we re  i uc luded~ in  -” 

. . 
th e  M R T  screen ing  subse t, a n d . th a t o n Iy &  .E rsi’ r”a h ~ p ~ ~ t~ ~ i~ ~ ~ -~ e ~ ~ ~ d ~  ‘&  $  ig% % ij 4 ,” .” 

_  I,.~  ‘r “* _  -;> .,a , c. * i ~ ~  , I . . / ,_  ,_  
sc reen ings  have  occur red . H a d  th e  p ropo r tio n  o f pa$ ien ts u n d e r g o ’ii ig .? 6 .K R l s c r e e n m g  b e e n  

: 

larger ,  th e  rup tu re  ra te  wou ld  l ikely b e  ‘la rger  as  P vell.~  
_ ,_ / , 

_ . / * ,I . 
I I j  

-, .,.. “,“/,lo  . . ..i+ . ._ ,., T h e  sponsor  repor ts a  3  year  by - imp lan t cumu la tive Kap lan -Me ie r  si lent r up tu re  ra te  o f’1  2 ‘dj, “. ’ ‘̂ , 
( 95%  C I: O $ % , 2 .6 % ) b a s e d  o n  3  imp lan t rup tu res , h igh l igh ted in  g rey  in’P i@ re  1  :“T h e  !& e a r ‘ ~  
by - imp lan t cumu la tive Kap lan -Me ie r  overa l l  r up tu re  ra te ” ( inc lud ing  th e  2  imp lan ts repor te d  as  
“con firm e d  rup tu red” a n d  th e  3  imp lan ts repor te d  as  ‘u n c o n firm e d ”) is 0 .6 %  “(95%  C I: 0 ”. 1 % ; : ..‘T  1 .1 % ). 

a p  ,.“.““” , .,“W  ,,-.. ,~ .,( / 

, 

. . ; .i 
2 0  

iLi  ( ,c  

,  I  
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Figure 1: Flowchart of Rupture - Core Augmentation Cohort 

1 Pain after MVA 
[Physician Exam] 

Mammogram 
b NoRupture - 

(1 Not Ruptured) 
*NoMRI 
confirmation or 
explantation 
performed* 

/ 2 Baker Grade IV CC - in 
“ same patient 

t[Reoperation] 
._- 

.:--. -i-_ 
’ 

Reoperation 

Capsulectomy 

(1 Not Ruptured) 
Microscopic One Sharp Edge 
Evaluation Opening 

b 
; 

1! 
i 

(1 Rupture) _ -. I. 
.’ -. 

8. 
3 

’ ’ 1 Pain and Nodules in _~ 
Left Axilla 

:‘ [Explant] 
: Ultrasound 

0 Fluid around implant 
0 Echogenic nodules in axilla Explant I: 

b 
(1 Rupture), 

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these 

. .- 2 _ _. __ represents implants included in determination of silent rupture rate. 
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Figure 1 (continued): Flowchart of Rupture - Core Augmentation 

4 Indeterminate 

PW 

2”* MRI 

mammogram 

2 Not Ruptured 

(2 Not Ruptured) 

1 MRI evidence of rupture: local 
but notcentral radiologist 
ww 

^ .  __ -  -1 
_ 

1 MRI evidence of 
rupture: central but not 
local radiologist 
@W 

-ii---- 

Ultrasound and 

2ndMRI ; 
b ‘(1 Not Ruptured):- :’ :, : 

,‘6’ ., I ; 

Explant :’ _; 

b 1 Rupture 

_-. - 

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these 
represents implants included in determination of silent rupture rate. 
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P O 2 0 0 5 6  In a m e d  Cl in ical  S u m m a r y  M & m o r & d ti 
I’ ““‘_ ’ .I 

‘_  ; 

Comp l i ca tions  fo l lowing,  imp lan t r e p l a c e m A : 
: .;- ./’ I 

O f th e  2 7  pi t ients (5  1  imp lan ts) w h d  u n d e r w e n t imp lan t l;e tiov$  G ? $ % $ & % & i $ & & $ &  ‘3  
years,  compl ica tions  fo l low ing  imp lan t + e $ i c e m e tii & S e  repor te d  in  1 6  ~ a tiZ& ‘(Z%  

.‘_ ,_ _  -  .- 
_  .‘ _ .4 ; :* ( ,d? 

imp lan ts): capsu la r  c & tractuG  (9  p a tie n t~ ~ ;‘~ ~ ~ l~ ‘i n ~ ~ o s ~ i o n  ( 4 4 p & & ts), p tos iS’(2  p a tie n ts),. . ” ~ ~  ./I . . ; b reas t pa in  (2  p a tie n ts), a s y m m e try (1  p a tie $ ,’ de layed  b o u n d  h e & & i (1  & & r$ ;‘f i j$er t roph~c 
scar r ing  (1  p a tie n t), s e r o m a  (1  p a tie n t), wr i ,$$$ i~p l ing  (1  p & $ ]l tid  o th & ’ (1  @ & & ~ ). ‘N d ‘te  
th a t these  va lues  a re  n o t $d i t ive ‘beca tise ‘+ n : i& p lan t/p a $ e n t m a y  ‘h & e  repo tie d ’ m & e  ‘& G o n e  
occur rence  o f a  compl ica tio n . 

s 1 .. I-e *< s  *** *. .n . \~ ,-“,e ;;r”e # .r. 2 % ‘ * 
Risk ra tes  q $  h o t sho ti’because  o f th g  ‘& a ll samp le  size. 

. 
,_  ,_  ,:. , ,. _  _ . .c ,,* .I .-..- _  * I,~  ‘\.., ,. _ .( i in  :,, 1  :- , ,~ ‘:~ ,i,r -~ , 2 ’ I.,,. ,“._ > S ‘.., ,I) ,*, /,, % :, . . \^ _ .. ? . : ., 

! : / ,:, _ . _ , _ <  ‘:‘a ~ , . L ’ ; ~ .( I , . . .‘ 
D . 

,,,_  ;b ..,“.;. \ xv /w ., _ _ ,<  .^  _  j.*.._  ., 
G e n e r a l  Comp l i ca tions -Core  A u & e n ta b o n : C o h o r t 

“.. “1 ; ,,_ ‘( I * I 

B e fo re  b reas t imp lan ta tio n , 8 1  o fttie ‘4 P 4 ‘+ “aiie.ts (11 ;1 4 ~ F )  ~ ~ ~ o ji;kd-~ ~ ~ ~ ~ l~ d ~ ~ ~ ~ ~ ~ . ,: ,> .( ,,-“-: z \, 

r ep roduc tive p rob lems : inferti l i ty (20  repo tis), s p & % $ & % ~ & o r tfo n  (5  l’~ & % & $ ), * p & u m k d  
abo r tio n  (9  repor ts), ec top ic  p regnancy  (9  rehor ts), h $ & r e c tb m y  (3  repor ts), e n d o m & i & i ~  (‘1  
repor t), a n d  cerv ical  l igat ion to  treat p i ace&  p iev ia  (1  iebor t). 

, ‘W o U g h  3  years  a & &  b & & t / 
_  1  4 ; A . 1  , P  . i , : “,. II /r < - 

imp lan ta tio n , the re  we re’ 8  p a tie n ts (1 :6 0 /d )’ r e p & & g  9  rep roduc tive p rob l&% : ~ & $ $ & ’ ‘d f: ’ . 
spon ta n e o u s  abo r tio n  ( one  o f these  p a tie n ts & l@  F a d  &  p & & e d  ~ b & - ti& i~ ;k-?;~ $ & ~ ~ ,~ ~  ‘& $ & t b f ..,-. ,,l*T< / .,,._  -‘.i*,*“‘“,~ . 
ec top ic  p regnancy , a n d  1  repor t o f e n d o m & i $ i & ’ ‘W ith b ~ t’~ inform ~ tib i n ~ o n  & i n g ? b  p f ,p a tle n ts 

I 
,-r.;,:’ ‘_ ^ ’ :: :.c: ” .: .“.. : A . ,_ _ _ .j, 

a tte m p tin g  rep roduc tio n  (wh ich  was  n o t co l lected in  ihe ,Co+  S tudy)  a n d  vv l tho$& c&$ar i son  
g r o u p  o f a g e - m a tched p a tie n ts h iv ing  d o s & e & ‘& & &  sii~ ~ e r y a ~ ~ ‘fo l i owed’fo r  th e  !$ & ie I .\“o ^ .(,:* **q< ,., &  > ., 
du ra tio n , it is n o t poss ib le  tb  d ra ti d e fini t ive’c o n c l u $ ~ ~ ~ ‘~ ~ o o m  ~ h ~ s k ~ ~ ~ ~ ~ ;:;l;i;i,,th e  

_ , 

pe rcen ta g e  o f p a tie n ts repor tin g  a  p roh len i  pos t-im p l~ ~ tio n ‘i’lowe ;‘~ a n  Q itit p r e G m j & n t& fi.’ * .’ This  cou ld  b e  d u e  to  less rep ro‘ctiicti ire ‘g ti”.ti.s &  to  h ’o ttiig  G igs1 .-I ~  . . ; ,- “_  *,,- _  , 
, 

B e fo re  b reas t’ imp lan ta tio n , d fttie ~ i176 ,Fii iei is .tih o  ‘ait~ ~ ~ ~ ~ .~ ~ .~ ~ ~ ~ ~ ~ fe e d ,-42, .p~t jents i iS; j~~ -  * 

repor te d  lactat ion p rob lems , wi th-1 9  o f t l ie&  fia tie n &  & { & i n ~  sp‘& i& z & ~  i n a d e q u a te  m ilk p roduc tio n  (45 .2 % ). T tio u g h  .j ycG s larfte~ :~ ~ ~ ~ ~ ~ i m p ;l~ ta tio n , o f ifiG ‘. p a tig tii-,~ ~ ~ o iE i- i ted 
to  b reas t fe e d , 5  p a tie n ts (1  5 .6 ”/o )  repor te d ,~ h ~ ~ ~ ~ iiowiiig,,I:O ~ ~ ~ ~ t~ ~ i~ ~ ~ r~ ~ l e ~ ~ : .*i-.--,~ ~ ~ b f- -, 1  

-  ceLi .‘*.~ .**+ . il l I”, **,,,-s; -‘# a  “/ i.r:.r lir,,;“i. ‘. _  
m a s titis n o t requ i r ing  t rea tme& ‘2 ‘I;+ o & ‘b ;f m a s titis r equ i rmg  treatment,  4 ’~ $ G G  ;(f ‘in% G q u & e  _ , _ a . I.,X ,i> *J _ ,> . .,.i*. 1  
m ilk p roduc tio n , 1  repor t o f excess ive m ilk @ $ ~ c ti% ;“~ % $ & %  ‘& f’$ ig ;‘a n d  1  repor t”% ? “* ‘*’ 

1  .(../,_  ,,I 
dec reased  b u t still a d e q m te  vo lume  o f m ilkT ;‘~ ~ Ilo ~ ~ g ,~ ~ ~ l~ ~ ~ ~ ~ ~ i;~  o f.$ ~ c ’j 4 & i.~ s ~ .rkpot i ing -” 

p rob lems  with lactat ion, 4  p a tie n ts (80 .0 % ) & p & te d  i n a d e q u a te ’m ilk’Ij;oauc tio n . *% % h & ! (_  x’ 
w o m e n  a tte m p tin g  to  b reas t fe e d , a  sim i lar  p ropo r tio p  r & p o r te d  p rdb lems  b e fo re . a n & & E % & X ’ ‘. )(” -’ ‘- 

. _ .^ ,_  . 
,_  

imp lan ta tio n . 
i-U:.- ,;, j II-_ ,< _  _  / _ , 

O f those  w o m e n  a tte m p tin g  to  b reas t fe e d  tid  re lG ? ing  p rdb lems  u r l$h  lact& o n , a  ‘ , _ Il*lr.-‘ra ._C i  . . . . . I ,...n i  ‘ h igher  p ropo r tio n  repor tid  i nadequ i te  m ilk p roduc tlo ,n  f”q o & & + +  r G 5 f& tir-; .K 6 G p ic.& i;e  > / .)I) -  

n u m b e r s  a re  smal l  a n d  m a y , the re fo re , b e  & @ % ~ b ler  1 ’ I, ,,. II : j i ,,,, ,, ., . . / . , -., ! _ - (’ !’ 
.,,“:..,.i:~  ;:,,&  ;* .. .‘I : 

P r ior  to  b reas t imp lan ta tio n , the re  we re  3 0  o f4 9 4 ’p & n ~ s ’( & % ) % $ % $ o r te d  b reas t d isease , I _  ,a*  ,.“.,.h r  ,,$ \“*” 1  ~  /,“. * I*. 6 w ,.,*,q*  ” ‘/-.>  I) I I *s‘” _^ ) / .vn.i;x. i’,. _ ,il. i ,*< .“A  il~ ~ ~ ~ *?.,l.*r~ ,,~ r”~ ~ ~ ‘. -a’%  ” 
with 2 9  o f th e & e  repdr te d  as  ben ign  a n d  1  repqced  as  p o + + le cyst r equ l rmg  fo l low-up , wh ich  
h a d  n o t b e e n  d o n e . T h r o u g h  3  years,  th e r &  we ie  3 2  pit ient repor ts o f pos t-im p lan t b reas t d isease : . 
1  con firm e d  m a l ignan t, ‘2 9  cpn fi~ & j b & i ~ n ’i;e . fib iocyst ic d isease , dy$ t,‘&  o thei l ;k$$ b r e & ? ‘ 
m a s s  o r  l ump) , a n d  2  u n c o n firm e d  (2  p a tie n t!‘re I& ti~ g  i b reas t l u m p  o n  b reas t ‘self ‘e G & it iat ion 
b u t d iagnos tic m a m m o g r a m  n o t ye t pe r fo r m & a  8  % h &  & % ‘o ;t’~ a ial;& e  & w e ). ..,‘.4 ‘, .?  ,* .*,,& .. I ,.. dl, 

O f th e  2 9  b e r u g n  
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The one breast malignan patient With no family hi 

breast self-examination with biopsy confirmi 
size was l-2 cm with unknown differeiitiation 
implant was removed, mastectomy incidence of breast cancer in the”cb;re 

494 patients (0.2%).^ The incidencer 
in situ is O.O3%, as reported 

/ ./ , ‘ 
Prior to implantation, 185 of the,494~patients”had a pre-Cl;;l;ra;li~‘n;~~~ograr;;.“ Y&e’readings 
were normal or benign in 184 of these, and mi’casei fctrow!upwa< r&me&d for a-suspected .>.<,“,,‘U,f :.*w.! __+ ,-, ,~” 3 
cyst, but the patient did not obtain a followtt~ ,m.ammogram: Through ‘3 years cf’foflbw-up; i s‘i of the 494 patients had a mmmogrm;‘ of whlc% -1 2”“~~~~~~~po~~~~~~~~~al $“buib y+ 

m,..;&,,k* /,,, _,, ._ __ d,. ir ̂.“P1 ,, “. *.>-i.+u, 
without such a.report at baseline. Qf the i~~~~~~~~!~~~~~~osram results, add@na~ fo$w-up 
indicated that 1 had no breast disease and fl had &mgn breast disease.” df the: 11 post-implant 
benign mammogram reports, one patient’had 2 *abnormal mammogram which was benign 
reported in the same’ breastpre-imp&n. 

“>.:xi .,i ;:‘,, $ote,,‘t&t this $71 young, heaithy c&&t ofpatients who 
may not have had a screening mammogram at either preop, or post-op. 

With respect to connective tissue/autoimmane~ disk&i(l?%), ‘the-sponsor reported one new post-implant report of a CTD thrb~~~J.‘~~~~~~~~~~~~~~,“~~i;’ fGar oi;d patie.t ti{h rheumatojd 
I ,~ *.. .i,, ,.-e&v “. ir .;_ . . arthritis wi* ” onset date of 1 1 ;nij;;th,‘~~il~~~~~~~~~~~lant surgery. .Thg w’;g~orCv&s I^ ’ 

asked to provide the physician notes and results of l~~ori;fb;y~~~t~‘pk~~ning to‘this diagnosis. 
Review of this information indicates a diagnosis ofnbn:~~ecific~rLaYthTitis” with n&XCompiaints 
of pain in the patient’s’hamls .~drig~~~~iyjg”“~‘i;~Ei;‘dtiv~ rheumatoid factor, and treatment _ /; , ., .t I-,,, *,>. is, ““E , consisting of celecoxib on a pRN basis,‘ ‘~~~s~~~.~~~~~~~~~~~~~~~~~lded, a dlagnosls ofG is 

unlikely in this patient. 
~1 x,.. .,,. i *+jr: ,hi*,..,ta j kiw. $ A* / 

*> ./ ;, . . _I. / .‘ ,_., , / ‘ *,, ,: ,” ,, ^, )_ ( ,) .‘ 1. .; .~~ ,__.,j_l .,. ‘J-e, , -_ : -+*:+.--v::~, ,~,,i,: a-,i,.y.~~,a::,s‘, Ij y.:,,,~ : ,*:.2;.,. *,.,- i_ I 2. :. .I “. E.. . r,,. 
Recall that the sponsor collected CYD Si&ti and sy&&ihs from the patie;lts~~~~a~~ii~k’and at‘ 1, 2, 4, 6, *, and 1 o years in the Acfi+ii.&“&rpf~--~l; i;;giioG;i;i to”assist in det’;.ii;ni; 
CTD diagnoses, if present. This.self-admiiiisie;ed ~~~~~~~~~ire’Incfu;les a.Q6gd&yafih 

.;, .‘iij~t.~,.e,;i‘,~.~“,.,,, I”.‘ 
Assessment Questionnaire (I$IjAQ), which assesses abifify to perform various physrcal fur&&s 
of daily living, and it includes a vari,ety of’$&s and sympto”ms’reh&d to rhe*umatic diseases and . ~, j* ,‘,i * _ ,q; ,‘.“-.*~.~“~,..-d~?.~,~‘~,~~,~ u4 -*i ,:.<>- 
to general health. Of the 494 Core Augment&& patikn& dataare available, for 385-patients 

1 
(77.9%) for the MHAQ and for 3~6” p.irebig (iS.i;Q/o).~~r’~~~~~i~~~~~~~~~~~~~~ksk’ &.+ ,~e 
summarized in Table ho below. ~~cal~~~~~~~~~i;;teii~~~-~~~~s‘q~~;itii~~ ‘is‘io ;de;iiq. 

_mj Ii 5 ,I . . ,.,,e 1,. .<, ” . I 
patients who warrant additional evaluation and ,referi$ ‘to ‘a ‘&$r$oh$is~ Wrthout a _” 
control/comparison group of patients without‘miplants f&owed” forthe same duration of follow- L \ r,-i*.*,r.~~~,,:~~.r?ii-*,i i.*&<+:c-l I .:a .,~ 
up and with similar demographic characteristics,‘conch.&onscan&t ‘be made from these data. , . . .S,^ ^S _* , I” e/ “_ _. ““_, ,, .-, I v-- * 9’ ,~ .,. 
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Table 10: Summary of signs/symptom ~‘tegories a@ selected sign&&ptoms’ through 
I years after irnpiantatioll-~o~~~~~~~~n?ati~~.. 

Sign/Symptom Category Pre-implant Through 2 years post- 
imnlant 

Skin’ 
Muscle2 
Joint3 

, .i.i. ‘1 
N=386 Ng386 

29 (7.5%) 50 (13.0%)’ 
75 (19.4%) 
50 (1,3.0%) ’ 85 

1 Neurological4 
General5 
f-w. ,... ULlIGI 

Gastointestina17 
i Urinary* 

1 158 (40.9%) 1 180 (46 ‘.6%‘ 
1 60 (15.5%) 99 
I C? /, ~ ioyg ;. 8% 

(&q+-- 
1 ..'A (13.370,j 59 
1 101 (26.2%) .‘.’ --“’ ‘- 

(15.3%) 
I \ I 119 (30.8.%) 
13 (0.8%) --“: ,’ 11 (2.8%) 

1 Pain 91 8 4.9% 
Notes: ‘Includes hair loss, skin-rash, faiial swelling, e$‘$ymosis, purpura, unusual l$-uising, 

unusual bleeding, hives, other skin’nroblem. 

2 

21ncludes muscle weakness, muscle painl~cheslcramps, back pain, neck ‘pain. 
31ncludes joint pain, swelling of hands, swelIi~g‘~b~~~~;jdints, morning stifm& 
41ncludes memory problems, problems with thinking, heada&es; hd%kd.f$~iin~ d;f* li ,, 
arms/legs, losing balance, ringing in ears. __ ’ .,i “. L ._ _.^,_~.. j_ )_, ( __*. ,“‘2;,,-,&,~ /* , ,_ ., .__ _ _ 

‘Includes fever, swollen glands, weight loss, weight gain, fatigue, generalized pain. 
‘Includes dry eyes, other eye problemqsores in mouth, dry mouth~problems $&taste, 
trouble swallo+rg. x / ! s ., ‘_ ) , j_,, ̂ I_ ,‘. / ‘ ,; * ,; 

, .* _.^_ +.,:,.* j, .>” ..,..,_ _ >” a) 
71ncludes heartburn, stomach pair&r&?@, naus& vo~~i~~;‘c;Sn~tipation, drarrhea, dark “’ “‘. 
stool, blood in stool, loss of appetite, ‘@ id mod&ate orgreater ‘gastroint&tinal trouble. 
*In+udes urinating too often, problems with urination. 

.I 2 
g .j. j . : / 

,, 1 L 
1~ ., .i. .I .I ,,^ . . . ~’ ! . . ,. 

E. Additional Analyses of Safety D&2Jork #u&nen’tati& G&6ri ” ’ “‘- _1 ) ’ . “’ ‘~’ 
?.” _‘ 

I. J L,,‘.,,-..-.,’ 
The sponsor performed Cox proportional hazards reg&ion analysis to determme whether the ” - -- .- 
complications of reoperation, implant replZ&ment/removal, implant rupture, Caps&r” 
contracture, and infection were associated $[h patient age’(s40 years vs. >4b’years), antibiotic 
pocket irrigation (yes vs. no), b&dine pocket?rrigafion (yesvs. no), implant pl&ement 
(submuscular vs. other), incision site (periareo$rvs. irif?@@imar’y vi: axillaryvs: oth&),.devic& 
texture (smooth vs. textured), and device shape (&&I vs. contoured); as suggested in’FDA’s. I I , ,~ t*fl~ 2. w. ..a Guidance docunent on Breast Implants. T~~~~~~~~~~~~4s‘~~~~a..s;l-‘,~~~ier~~~e cf..aaiibase 

., 
closure of August 30,2002. ’ ’ -’ ‘- -, y,‘” ‘1 _I _.~ 

_, I ” I, : 2, 1, 
. . . . . . . __ ,~ 1 i ” .’ s ,/_ ,_,q: . I _.,, .,” ), ,” I 
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implants enrolled and only 6 of the 125 impla&$(4.9%~ which underwent reoperation as of 
August 2002. Lack of pocket i%gation withantibiotics (which involved 22.9% of the emolled’ ; ., ““c$‘ra.iyxI.* I .,., ii .~.,,.+,~* ,~-~,~‘,~~.r;;;u;.ii’ ,.‘, <.,~- , (i”” ~;.;&&1 ~*~Y.‘~*‘+~ :ly*:z;:* s ‘2, ., 
implants and 15 of the 41 explanted’implarits) was assocrated wrth mplant removal/replacement. i , L .” -A *<+, ,,, +i1+,- . . . . . 
Lack of pocket irrigation with betadme (which rnv~~~~.~~~~9~df~~eem~l~~~~~;np~~~s and’3 1 of . u..-_j_zl, - the 4 1 ej;pltited- implmisj ‘Gas also as’s”b;;3i;g-;;ih tmpl~~l’el;lo;~~lacement. Smooth 
surfaced imiltiti ‘($.& involved ,5~,~~~i~~“~~olikdi-lant,,.a;;d13~.~f sr ex6i&3.;J:;;;iants> 

were associated with implant removal/repladen&it. 
_ 1  j  ,, . : ,, 1” I : y ..: ‘̂  1, -1 : _..,. :,., i,~Lz’ ;.: .: 

Table 11: Summary 
_!. “r .‘*r-‘*, 

1 Risk of Comili&iofi 
of risk factor analysis--Core Augmentation Cohort I_‘. 1 

1 ,, i ‘- Factor 1 Adjusted Risk Ratio’ 1 

Reoperation - 

(95% CI) ‘ 
Other vs. periareolarincision” .’ ’ 1 5.7 (2.4, 13.3) - _ _ _-I_ -a.,2 ../. 

) 

F. Effectiveness-Core A@n&.xtati:d6 %iih’cid 
wi* respect to breast size, mdsfpi6ents inci;+“d~>$e. $L&& $&x& :::c., .“, ,*- ‘2: 1, ,;A-:.: Approxima~~~~:?.~o :;+$ ., -. I_. 

patients experienced no change or decreased breast size ‘$lue to correction of congenital 
asymmetry or change in shape without change in%+: I __ 

3 , 
‘“, ̂  :; ” I’, ., _ ., *I _/. “: ‘ _ 

* ?,i ,j *.+ 3 ,....., $. \, ‘y”#” I .-a-, I(i / .I% .,. 
The sponsor collected both patient and physician sa%fact&;” ‘&&use ‘me patient satisfaction is *“*i. .a _(/ “; r, “?*, “>*a,’ ~j~ ,. 
more relevant, I will omit the summary of j?hysician’satrsfactron mformation. ~Z~,,sl$nsor” 
collected both general patient satis$dtidn’and:s~~~~~~~~~~~b~~~~~~prk-operatlve expectation of I 
satisfaction. With respect to general patisny~~~sfaiti~p, of the 425patiems ‘(of‘494)‘who completed tis questiomaire at 2’years, &ire, was a smdl &“dli.e.iii’ m..an s~~~sf~~~~~~~~“~,‘~~~ ” ,I I 

: ~ 4 a,( %-~*-i,,*:e“ii*,w, o-4 week follow~up timepoint of 4.g (SD 0,3j’to 4.8 (&.p7) gt 2 years:‘~~~~~~~~~~~~~~~~~~t~~‘” <, 

satisfaction compared to pre-oper.ative expectation of%at%action, ofthe 
.’ z-;>,. 4” ‘,q* ,. - , ,.- ._ 

3 5 1 (of 494~patients j 

expectations of satisfaction. 
compmedto 4.6 (SD 0.7)at 2 +&, 

values for the general female population (statistical comparison of-2 year augmentaaion~to I 
normative scores was not performed by the’sponsor) ‘The results of selected’health status : ! . _ 

26 
*o, ” _ (,. , .  I  

_L 
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, j 
measures are summarized in Table 12 peh%‘:Fite @ai ;ndst of the changes evenithose that are i ‘3 -- ~ / ..? 
worse, aresmall. 

e Table 12: Summary of selected h‘ 
Assessment method 

1 SF-36 Vitalitv 

Bod Esteem-Sexual Attra&iveness 1 
No Same ,, *. /, I, 
Yes ‘” : 

.“_,.,” ” 
Better Yes :: Better 

* 
A. Patient Disposition-Coke Re&i&~di& C$Orf .’ ” 

.~._., ” ; ~I 

Enrollment of the reconstruction cohort occurred bet$een February‘& 1999’~and~ku&of 2dOO by 
25 investigators at 34 sites. Investigators enrolled as few &‘i”~andas‘m~y as 2s pa&&s. ‘Most “,,, ‘h,: .~~*y,:* :i”\%Y .*;q”*-“l, ::+Q: 

reconstruction cohort at the March 27,2Ob3 dafe ‘6~ &%%k‘&s~& k&f% is whv Table 13 
, 

“. : : t*p..-* *,a 
shows 2-year disposition. Note’that the sponsorused,a -& ‘month Mi\;i;ibw *for determming those’ *-,,* ,#b&s”-i~,**: i-2’ patients theoretically due; yet, thky used a +6 mo& cl&$~~for reporting %..l;u~~g~~~~ii~s and 



, .  2 ,  

:  

exp lan ts. 
j ~  ; ;  .r‘ )?‘ 

B e c a u s e  it is impo r ta n t to  inc lude  a 1 1  k n o w n  repor te d  d e a ths  a n d  exp lan ts in  th e  : G ,‘, .a  ‘, / : ‘.. -’ .,a : / ,. ..q ,i.%  .-iii 4 l  -a ;&  ,_ ,x q .. ,1  .i.,> < . *. .,* repor tin g  o f p a tie n t d isposi t ion,‘ T & & ‘~ ““b e l o ~  r n c l ~ u d e s ~ ~ d a @ ~  i;ith , these  m conslstent  tim e p o m ts, 
a n d  a n  exp lana tio n  in  th e  fo o tn o tes . 1 ,,- ~ “J ,_ r , 3 . ,“~  u .. _ . < L ,,, , _  ,. w*.c. L ’ >  

I 
f. _” /p,,._ .,* -, -,,-jl .., ” ” ,, S T  a  ix,-, “. 

._ : ‘i “, I,. ..: ., &  ^./.‘ 
; I _” ,,. ,l,l.v” 

T h r o u g h  3  years  (up  to  4 2 .m o & h s J , th % e i i rere 2 6 p G tie n ts tih d ‘tie i -e  E I& ~  to ’h & ’ ,,*,. _s_ ,.,_ _  ..% ,< ” s_*,v I d iscont inued from  fh e  studi: 7  d u e  to  d e a th  (5  ., ,.e*lj.* .._  *.““-.a,.{,,,> - _ _ I ^ :a _ . j _ _  
_ ,/ .“1 .o  ,. I, d u e  to  b reas t c~ncer recur rence , 1  a u tomob i l e  c. ” I”,(. _  “ ., ., , ” . . _  i .; “,.. ̂  ;<  ;, ‘I’ 9  .- .I.. acc iden t, a n d  1  unknown) , 1 6  p a tie n ts d u e  to  remova l  wi thout  r ep lacemen t o f al l  s m d y  ‘imp iams  

(2  1  imp lan ts; 6  b i la teral  a n d  9  uni la tera l  p a tie n ts); 1  d u e  to p a tie n t cho ice  (schedu l ing  @ flict), 
a n d  2  d u e  to  p a tie n t/phys ic ian  con flict. , I 

: .,.d . . . . . _ .i f ~ , . _ .j ,I-,l(i < I I ~ ” 
‘1  O f th e  1 6  p a tie n ts (21  imp lan ts) w h o  we re  d iscon t inued idue  to  remova l  G & o u t*rep’a e & n e n t o f’ ’ 

study imp lan ts th r o u g h  3  years  (t ip $ 6  4 & & & l& ), 4  p a tie n ts t,in d e & e n t r e p & & n & t tiith  ,” 3 ,;; 
sa l ine  o r  a  non-s tudy  ge l  device,  5  p a tie n ts u n d & v e n t r ep lacemen t wi th a n o the r  ‘m a h u f& & .u + s  ; : ,y.“(;: y” ,j ,.J- ,_  1  rir.i.ir-> L  i’S ~  .3 ,‘. .,:i 2 8  ?  i rd  4  I* I , I “/) imp lan t, in  6  a n  u n k n o w n  reason  w a s p  g iven  fo r  n o t r e p l a c m g ~  % hs tudy  rmp lan ts, a n d  1  p a tie n t” 
repor te d  be ing  n o t sa tisfied. It is s igni f icant to ’ n o tes  th a t al l  ‘2 6  o fthese  p ~ ~ i~ ~ ~ s ”e x p ~ ~ ~ ~ ~ c e a  ‘a t 
least  o n e , a n d  in  m o s t cases,  severa l  compl ica tions . Us ing  th e ~ s a & ‘h ie ra&hy  as  ‘fo Z m p l a n t ‘” ~ ,,~  .“i..,d ,;.“,e*;. i % -..ls_ ,I* , _  remova l , th e  reasqns  fo r ,-rem o ”vVkl  i~ -~ ~ e s e r r i ~ ~ ~ n t;;l~ ~ ~ ~ a tie n ts a re  as  fo l lows:  rup tu re  ‘(2  . 
p a tie n ts), infect ion (1  p a tie n t), capsu la r  con tracture (5  p a tie n ts),’ swel l ing  (4  p & k&) , pa in  (3  p a tie n ts), a n d  a s y m m e try (1  p a tie n t). N o te  .& &  th e  ~ ~ d ~ ~ ~ ~ :i~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~  & - g ~ & + $ ,6s  in”ihe  .( 

K M  risk ra tes . 
_ ,_ I \. :: 

” : . . i:. 1 _ ,,_  < ,**7 _ ,” _ ;,. . ,I 2 . 
Tab le  1 3  : 

C o h o r t. _  _ I‘% , .-i 

Im p lan t r e m o v a 1 3 ’4  
,, _ ; ,. ~  

Los t to  fo l l ow-up5  
1 2  : g  _ : :‘ I. j 1 ) ~  l_x ;,” .i, 

N o tes : ‘B a s e d  o n  fo l low-up  to  2 6  m o n ths  due - to  any  a d d & ~ 1  2  m o n th  ~ ,~ ~ ~ ~ lfo r ~ ~ ~ ~ ~ ~ ~ ~ n ing  
th e o r e tically d u e  fo r  th e  two year  visit. 
2 E x p e c te d  fo l low-up  is th e o r e tical fo l io& ip  m inus  d e a m s ’ar id~ remova is  % th o u t~  
r ep lacemen t. 

..:, . !‘. : j 
3 B a .sed o n  fo l low-up  to  3 0  m o n ths  d u e  to a n  a d d i & n a l ~ 6  m o n th  w indo :& + ; / 

. 

d e te rm ina tio n  o f cumu la tive d e a ths  a n d  re i n~~a l”~ ~ ~ ~ l~ irdi j~ ~ ~ s . ’ ’ ’ 
4 D e fin e d  as  remova l  wi thout  r ep lacemen t o f al l  s tudy’i m p l & s ~  4  d u e  to  r ep lacemen t vvith 
sal ine,  3  d u e  to  n o  longer  w a n tin g  ‘& p i& s, i’d u e  to  r e p ~ ~ ;ic~ ~ e n t‘~ ~ ~ ~ d th ~ r  ^  .“,‘ ._  _ “l I .,+  ,*, 1 ” _  o**.x 4 ” G x j) /.. 1 ,. m a n u fac tu re r’s imp lan ts, a n d  3  ii i th n o  reason  g iven . N o te  th a t al l  o f these  p a tie n ts 
repor te d  a t least  o n e  compl ica tio n . : j : , 
5 0 n e  p a tie n t repor te d  c h a n g e  in  phys ic ian  d u e 8  to  schedu l ing-  con flict; two p a tie n ts 
repor te d  p a tie n t/phys ic ian  con flict a n d  o n e  o f these  p a tie n ts add i tiona l iy  h a d  j _  , I,. .*,; “-: i-  :‘I ,a  _ . ” compl ica tions  necessi ta t ing b r e & t”reduc tlo n  a n d  secondary  c losure  o f W o u n d  deh iscence . -I-,-. 1 , : .,. _ . , j_  4  ,,, 1  .,-_ ,,I- -  L ”” )  -/ -  (:, : -, .) /I>  . ). “, j..+ ~ ‘:, “_ _  :,; : 

*. .L > , i _ . i _ . j_, ,“‘ . _ ., i ^  ./_  .i “x i _ ,f :-:‘” , ;;_  ‘, ** ,; 1 ’ i _ _ ’ ,’ ” .’ i”- ; j 
3 . _  ” I ,& > *;‘p  : ./ ’ ,.,V .,’ ‘, , I 



N = 221 Patients , 
Median age (range) in years 50 (26;8i) 

1 _! , “, 

Number % Caucasian ( > 194 (87X%) 
Median weight (range) in pounds 138 (91:240) f.” ;r”*<s I, . j ., p “i -a”* : ;, 

I _ I ,‘,? / :, x. i,~ :” / , ,,a “, * , ,A ,. /. ,, ,i5> 1‘ ;, s_ I, , ‘_:T_ , i .: i _..( ‘,O I>, :.: _“/,, .a, : .* ‘,_,, ,‘el. -L / 
The procedure performed, surgical setiiiigrt5i ~f.~e~~~~Gsecll~~~~~~i~~~~~.,~~~~~~~~ -&;;‘i;.. . .,*,, *., ,~ 

s-‘-i ‘3  _“.’ .” -- used, incision site, implant location, and intraoperative medrcatron use is summa&&d in ‘fables 
15 and 16. Most patients underG&rt imp&itation at’&~~~sp~~al-‘fa;;i~~~, had nnme,$ate+ ,_ 

^ .,.- ,;.;: .ia*.;.l,:“.A .“,L” ,~“&&‘. ,,,, z L’ )I “, “r,T ,“. j ‘\,A ii ” : . 

reconstruction, had general anesthesia, and had parerite# m~~ici;t;O,~~~~~i,~.~~lbiotlc). There ” *. ” ‘- ’ * ’ 
was one surgical complication reported: reopened to ‘v~‘~fy’hIkmos~~sis--- hematoma noted. ,, ‘“. x”,, ““~ ‘..,i; , j*_,., 2.. lil ,. ,..“_ I ” x .“....I . , .--“*i?‘- ._ ..~a. Drains were placed in 62.3% of impramations, and concurrent procedures were commonly 

I . ‘“- ;o”*‘” . , *<*w”I” ~ ,fPr ulbr .&a I ..S:h~*‘:’ d,” .r ,?I **.,/*-ii_ ,/* .~ !i”,. ,: .r Le.*,“,+*. fi.# ‘*c).J performed: 253’of 361 implants (70. I /o of rmpiants) were Jaced with 432 concurrent procedures I ,-_.I.” ,, (an implant may have been i;~~~~d~j;ii;~~~~~~~~“~~e”~~;icu;re~t~~~~c~~~~~; ~&yiss _,, 

implants ‘placed with 432 concurrent breast procedures,the majority of procedures involved / .> /,,.__ .~.j.&~,~*, ,,.: ,,I”,* .( capsule procedures (199 of 432 procedures; 46:f%), nippie reconstr&&n”(93~of 432 procedures; 
21.5%), and concurrent flap procedures (37 of432 procedures; 8.6%). 

I 

, ” 
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tid parentera m edication-Core. Recq&$&&on : 
Reconstruction 
N = 221 Patients 

Table 15: ’ Surgical setting, anesthesia, a 

. 158 (71.5% ) 

. 62 (28.1% ) 
l 1, (0.5% ) 

l 153 (69.2% ) 
. 6# 30*8s L , 

l 219 (99.1% ))’ 
l 2, (0.9% ) 

. 209 (94.6% ) 
I 

. 52 (23.5% ) ’ 
l 1 (0.5% ) 

Procedure Perform ed’ 
l Immediate reconstruction 
l Delayed reconstruction 
0 Contralateral augm entation ’ 

Surgical Setting 
l Hospital 
0 Sumical Center 

Type of Anesthesia 
l General (+- Local) 
. Local Only 

Parenteral M edication’ 
0 Antibiotics 
l Steroid 
l Anesthetic 
0 None 

Notes: 
. 

expanders (140 of 158 patients): 
L .I/,/ :,.L, *A*“‘,& .& “L ..<“: 

The ‘m aljbrity ‘of patients undergoing delayed 
\ . . 

. “ja* .,l ~ _t ^.. i*, 
reconstruction had tissue expanders (53” of 62 patients); ‘Contralateral ““.’ ‘- .“+ jl l.).*.. ,. 
augm entation refers to side’opposite ‘of tram  flap re&nstru&on. ” 

,‘_ .a 

2The sum  of parenteral m edkation excee& 100%  because m ore t&n$re type of ._.(” .~_ __” l_l-*l”.,” . **n^L-” __ ~,r~‘*~6s~‘y ,_“..^_;A 
m edicati& m ay liave beenused for an &&dual patient. 

.er ., ., 



Table 16: Surgical Characteristics-Core Reconstr@tion r -, ,,^ ,, _, ,,, _. :, _/_ _ ,_ 
Reconstruction 

Incision Site 
l Mastectomy Scar 
. Inframammary 
l Periareolar 
l Breast Scar 
0 Lateral 

Implant Location 
l Submuscular-Complete 
0 Submuscular-Partial 
* Subtissue Flap 
. Subglandular 
l Subcutaneous 

Product Styles 
l Style 40 (Smooth, round) 
l Style 45 (Smooth, round) 
0 Style 110 (Textured, round) 
l Style 120 (Textured, round) 
l Style 153 (Textured, contoured) 

Surgical P&l&t Irrigation’ _1 . ” 
, .“,_. 

0 Antibiotic 
0 Betadine 
l Local Anesthetic 
l Not Reported 

N = 361 Implants ,*a.? I I . . ‘/,” ,,, .B I 

l 276 (76.5%) 
l 72 (19.9%) 
l 7’ (1.9%) 
l 4 (1.1%) 
0 2, (0.6?$)‘ , 

l 109 (30.2%) 
l 211 (58.4%) 
l 32 (8.9%) 
. 8 (2.2%) 
l 1 (0.3%) 

l 43 (11.9%) 
0 5 ’ (14%) 
l 64 (17.7%) 
. 15, (4.2%) 
. 234 (64.8%) 

. 220 (60.9%) 
: ;l” (53.7%) 

(25.8%) 
. 3 : (0.8%) 

l None l 49, (13.6%) 
Notes: ,. .,*; ._s.- .^ ‘The sum of pocket irrigation exceeds 100% begause -more than one type bf p&k& 
irrigation may have been used for an implant: : _I, IX _ j : _, i 

Note that of the 22 1 Core Reconstruction patients, all patients unde&ent breast~m&nta&i due”’ _I ’ . ‘* to mastectomy wi* SOme patients alsd ,under’go~ng..don~~~~~~~~a~~~n for s~&{y:“.w, _ (,,* ., x % 
~ _*_ i.p ._. *“M”r, &.;.--~. .j ” 2, “i There were 15 patients who did not have breast C&iCer~~ thetime~fbreast rmplantatron but (1 _ _. 

presumably were at high risk of developing breast c.Lk;j{ i4p~~i~~~sun;le~~~~~i~~~~~~ ” _” 
., ~ ,._ / . prophylactic mastectomy, and 1 patient underwent unilateral prophyiactGriastecto$ly: : _, 

/ -,I / :/ 
.“, i 

.I b 
C. 

Z’ :Y -, :t:c~,,~‘:~‘,e,;, ‘I_ ,; ” ,‘. 
Local Complications-Core 3I&G&A&tiG< Cohort 

-’ ‘ ,; .““.; &. (,_ j >‘“,Z< *’ ̂ ’ ,_*I. ,i .‘* &’ ,::.>,, ; .” 

Table 17 below summarizes the 3 year cumulative.Kaplari-~~ier ‘(I&i) riskrates off&t” x ^“̂  
occurrence of complications occurring in 2 1% patients reported on a by-patient basis. ^’ / 1 . . * ,.+.+ I_ ’ I, _- ,..y __,)_. 1 ( -. 1 1,. :^ ” 1 : 

” ‘_ I. / I/ j_ , 
. i,” _ I _, ,. *“, 

‘ii, ! _ : / _, _ .j _ .*. 
‘j:.‘,;:’ \ i 
.,<) .-1~ j ; ,. / ,, i(“. ” 1. / : ‘,L I~. , r-l.:. “, _,/ 



Table 17: By patient cumulative I(~~lan~~~iecr.~~~ ~i~~‘“~a~es of first occ~~n~e (g50io 

confidence interval) oflo~al Gi$i~ations’ occurring in 2 i%2 at’3+years of 
follow-up-Core Reconstruction Cc&$ “’ 

a/ .<., ,, ,. , . . Sl. ,, ,. 
I‘ _a 3. A. .,; .~. .A ,~ Y_(. ;“*f”Y _x .->a. “*r’ ._ 

Core Reconstruction 
* c-~rirx.~~,:,a&1~~i,,. -^a) ;‘I.( 

pain, capsule calcification, delayed wound healing; implant n&position: ’ ~,++& .db ,,,‘~~~~..~*ii.r~r-ll.r.r ‘“,- “I.r. iA.,+ .I_ . ..- /L . . . PI i irritsition/in-~$inm~tio~,“Toss ~f-~~;-~~g-~&fP&+; nippfe compllcatlons,, , .,,..*s. 

palpability/visibility, skin sensation charijges;‘and\;vrinklmg.~ ” ” .. j ____ .*., ” ,.““,W ix*~4b.~b~ i‘s* +>2*q., _‘,. “*i*w,.L :i Iuld b &;h”‘>,LI:J. %-,..“&~& -s~~;~.i$~.~~.:,..,~, .., ,T,“iLl*i- 
2Capsule calcification (O%), hematoma (0.9%), extrusion (OS%), palpability/vrsrbrhty ___ I _ “,‘,#.,_)_ *t*,r , I .“I ,,,, / .,l ,.* >_3 )_ _ ~.ll ,\~ I ,/I . . y 
(OS%), irritation (O%), lymph~d~~~~~hy.-(O.5%~, mpple paresthesia/hypersensitivity/loss of nipple sensation (oo,o), pneumotl;a~-~,~~~~~~)~“~~ ;j-,,,;, ‘;;ng;;iion’(o.‘5$/;) not 

shown. / ,,, / 
31ncludes 8 implant ruptures confirmed via explant. and S’ti&on~~d’~~pt~& (3”of b- ‘-. -” ,~,~~*~.r;.,,rrtl.‘~*;i.,. i” , ~,** *,, ., these are actually not ruptured: 1 by explant and’2 by re-&vie& of MRI when consrderrng implants are double l.en) for a’totaf~df”13”i d..b&;;$:ih 12.~e&.~s* : (See piwe 

2 for details on rupture.) 
41ncludes all scarring complications, ’ 

- ,’ 

Reoperation: . 1 ,, ,. j .., 
W ith respect to reoperation, there were a’total of 242 additional surgical procedures perfbrmeh -. *.. ;s ::L.*.\- ,1. \I*“* . /, I-ah.* 1 s-9 A. ~+#“‘* “‘WeaI in 127 reoperations in 92 of the ,221 ‘$aiT&ncS $~‘~&) tboug& 3 years of fol~o$~~~~3dffi<~~$ .. 

^ _ I ^i,:.yl _ ‘. ., 
Reconstruction Cohort. On a by-implant basis, l24 of the 361 primary iti&d+h’%)’ ’ ’ 
underwent at least one reoperation. Of the 9‘i-‘p,tie~~~‘~~e~~~ing’~~~lkast one’reoperation, the ).,, .,l/__a // .*,, ,, majority (67 patients,’ 72.go,b) tidement one reoperationf “f& ~~~~~~~~~~~~~~~~~~~~~~~~~.. 

, , ” .,I $. I 1, 
i ,. ;. ‘.f 1 ., *a/ “II j >, _^ / 2’ 

32 ’ :’ 
: _‘. 
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reoperations, and 7 patients (7.66/o) underwent 3 or more reoperations. Of the 127 !eoperations, 
78.8% involved one or two procedures per reoperation. ’ ” ) ‘: I.-. 

i .,,A? , i/’ ,,;; )_\‘_.’ .“< ._ L_ “, ‘. i Table 18 summarizes the types of reoperation procedures performed th&&3’ yea&m the Core 
Reconstruction Cohort, with differences from the sponsor’s categorization explained in the 
footnotes to the table. The two most corn&$y performed procedures were capsule related 
(22.3%) and removal with replacement(21?8$)~~’ I I “” .;, *- : _’ : ‘._; ‘1~ : “̂ : ; 
Table 18: Types of reoperation procedures ,,f,,kd through’3. ‘years--‘Core ~~cohs~~~ion ’ ” 

Cohort. I .j j_. 

aneous tissue remova procedures) and recontduri~g~~~~~~t~~~‘o~~~illajr;~re~s~ (i<..i;G;;dd>I ,. . I 

21ncludes 13 pocket revision,‘ I O”lipbsuction,‘2 liposuction recontou$‘3’ ^ ’ 
mastopexy, 2 breast reduction, 2&flap procedure, 1 port-a-cath removal, 1 surgical 
exploration, 1 autogenous reconstructionj 1 reposition and ‘tissuerec~~s~~~~~ 1) -^ /s ,a “I ,:., .,,, ---,“‘ and 2 removal with unknown replacement.’ ““” ̂ . ,._“,. L, I ;_“__,l I%*_*,.( 1. ,. ,*a,” #. -. 

(3 ,. ,:. / : $ ?;I \&“:r”:. s : (.,, /,: ;:>: : 2. ‘/, ,:,.,,.. ,; .~:;>i.;:.;;;; ;::‘, ,:.:i;.:::: ,;. ,.‘&I;~ ‘ ‘;, “. i (:_; “’ 
Table 19 yimmar&-y~ the primary reasoh forreopizratiuoii %&ed’on the suggeste d hierarchy 
described in section 1I.B. of this review. There were $6 of 127 ‘primary reoperations for’ 
replacement/removal through 3 years; of these 4’6re@erations, 44 were due to a~coml$icatioii- 
including unsatisfactory cosmetic result-and’2 Were’ due to jjatientrequest. There tiere 16 
primary capsule reoperations; all of these.,were due toa:~~~~lication’orunsati~~~~~~~~ cosmetic’ - .” 
result. (_*_, /, : ‘1 <, j;, 

/. X/I ” ‘_ ‘. ‘- j ‘;.,,~,’ , .2 I ,. ..- I .;. (- -i -,. 
L., 



Table 19: Primary reason’ 
years-Core Ret 

Primary Reason Procedure 1 
N=-127 : 
5 (3.9%) 

( >’ 
:, ,;:z, 
6 (4.7%) 
1 (0.8%) t 

Device Rupture Replacemen,t/Removal 
Exploration. of~Breas@r$ant 
Replacement/Removal Capsular Contracture 

Wound Repair 
Nipple Revision/Tattoo i 
Wound Repair 
Hematoma/Seroma Aspiration 
Nipple Revi$or/Ta&too’ , __ 
Replaceme&Remov& 
Capsule Procedure -i 
Scar Revision ’ i 
Excess Tissue/Cyst^R&noval 
Replacemeit/Removal J ’ i 
Scar Revision I j 
RemovalReplacement ,_ 
Capsule Procedure ., I 
Reposition Iriiplant 
Liposuction , 
Pocket Revision 
Excess Tissue/Lesion Removal 
Breast Reduction 

Extrusion 
Necrosis (0.8%) 

(0.8%) 
(4.7%) 
(4.7%) 
(3.1%) 
(1.6%) 
(0.8%) 
(0.8%) 

Healing Related 

1 (0.8%) 
Pain 
Unsatisfactory Cosmetic Result 

22 (17.3%)’ 
9 (7.1%) 
6 (4.7%) ’ 
3 (2.4%) 
2 (1.6%) 
2 (1.6%) 
1 (0.8%) 
1 (0.8%) ‘, ‘ j” ,/ _(‘II,. -_ ,*. ., 

1ati.ogeniclTraumati~~Injur-y 
Breast Cancer 
Patient Request 
Other 

“, 

1 (0.8%) 
2 (1.6%) ’ 
2 (1.6%) 
2 (1.6%) 
1 (0.8%) 
1 (0.8%) L 

1 
J Excess Tissue/Lesion Renioval I 1 

Notes: ‘Heirarchy: device malfunction/rupture, in&tion capsular contracture, extrusion, .!’ . 

Removal/Replacement _ 
Other ” : 
Nipple Revision/Tattoo 

J 

necrosis, healing related (hematoma/seGma, delayed qYvo~tid heaiing), p&n,‘&&tisfactory cosmetic result ccontour deformity,‘malposi~iti(in; cwi;lkl;n~~~~p~~~~~~~~~~~~i~~~~~i~~~~~~~~, 

asymmetry, ptosis, scarring), iatrogenic or traumati&&.uy, breast cancer, biopsy, patient 
request (style/size change,, anxiety), ‘other. , 

s’ ” “- * 
_; 

i :’ .-, 1 
Implant ReplacemenrYRemovali 

_; . ” 

With respect to implant replacemeht/rem~~~~~~~,t~ 3&i $b~ ~~~ons~~~~~~‘~~v~~es~ - ’ ,/Il~“i_i.ha ,,., . )_ _ .’ ‘..,.,‘f...+ o,.,._““x : _.h,,\~ -‘I. “~ 4. ,re.;,w,, L, ~..:- 
implanted, there‘weG56 implants removed (155%) through 3 years for any ‘me&&.&Table 20- 

._ : 
~ ,._” ._” which were removed/replaced‘in 46”reoper~~~-~~.I’“df;‘thk’~6~i;;;Ij;lant removal,repl~~r;le,~; the 

majority (52; 92.9%) was removed/replaced to treat a’compli&tion, in&ding those I” ” complications categorized as cosmeii;c, ‘ti~~+w&&(f jbXj we~~‘;~move~d..~~~e.to~. ; 
patient request. Of ilii: 22j *c& ~~const~~~~o~patie;ll~~~~6 p’atie.t; jio*so~) ‘tidg-ki”gf leasi 

: : .: “/ ( ),. , I . / _ ., i, ,, _: _ - 
34 ; I j 
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; ,* ,: : 
,’ , -: , _ 

one removal/replacement through 3 years, with4i patients (51 ‘implants) undergoing 
replacement, and 5 patients (5 implants) t indergoingremov~l without repl&ment. O f the 5 1 
implants replaced, 23 (45X%) were for a ‘de&&se~in~size: ‘” ~ ’ 

?-.. +‘,&” :-..-I , I.U~+i, i,, ..\ ,/*., __ ..” ;,),~* . . .,^, _, _I j, :( : _, -., .- “_ - I, : / 
Table 20: Primary reason’ for implant replacement/removal through 3 yearsT;Core 

Reconstruction 
II_I t .,I :I 

1 Primary Reason 
:... : 

3-Y& 
/ . . . . <,U”_. d/, - -,& i..-,.i..> , iicr /‘L : :>z ,_,. * ..* _,_,_ ,_,. .! .,.. Y>L. -,/ ;,. ,I ,“,,. 

i 
I _~., N ,= 56 Implants Removed ’ 

Comnlication Treatment/Cosmetic Outcome 
” .._ 

52 (92.9Yoh -’ ./ 

Rupture 
Capsular Contracture 

5 (8.9~) 
12 (21.4%) J 

Extrusion 
Hematoma/Seroma 
Pain 
Contour Deformity 
Ma lposition 
W rinkling 

* ,=-.. ,. 3”:. ,. e 1 . (1.8%) 
2 _ ” .,:,... ,_ , (3.6%) ,l.~ 2 _ ., ._ (3.6,%) ’ 1 .,, _ /c + 1, _I( _ - r. , * 2 (3 6%) 1 <_ _i: 8 ._. ” . . . . . . . . ~,_ .- (14.3%) 

,L -. Z .’ “’ 3 (5..4%) 
Asymmetry ! 

Scarring 
Iatrogenic/Traumatic Injury ‘1 ” 1 (1.8%) 
Breast Cancer 2 (36%) 

Patient Choice , ,L .I. I_ ,I -^ / 4 (7.1%) / 
Change Size/Style 4 (7.1%) 

/ ” 
^ d.‘.“‘ 

Notes: ‘See section 1I.B. ofthis review, “Core Study ‘Dap Repo~ing?uider 
J, . . 

description of hierarchy.‘ ” i 1 
reoperatron’ for . ,,j .‘.., 

4 ,.,, .‘. ./. 
Compliance of serial m  screening;: ,,, -i ’ .” . :’ ’ I . ” .s. ( 

*> I‘ rj”.i ..&p: *. .,# ir :*‘,‘” 
Recall that a subset of Core Study patients:ud~~~e~~~S~~~~~~~~~ing for deternnnation’of *I’* 
asymptomatic (silent) rupture. 

^ ^>,.&&~?~~.$&‘tp” _” l$ ̂  _,_, ( \. , 
For ‘the’&?e R$$nstructron cohort, 108 of the total?Y?I patients 

(170 of the total 361 devices) were‘enrolled in the serial &XRIsubset-qohort screening for _.,A “.1 ,b...*^ .I&.? 1 ,~ ,., c. .” * I_ - /h” 1 
asymptomatic rupture. O f this 10% ‘Core Reconstructron&&nt subset, ~~~~‘r-i;~~~~n~~‘l~~.‘5~~-~~d’ -’ . their first serial M Iu‘ screening ~~,apprdjti~~~~;..I‘~~~~~~~~~~~~n~~~~~~~~~~~~~~~‘~~re‘ losi~o” 

follow-up at this time  point (6.5%). At the time  of datab&,e ‘blosui;e there were no core 
Reconstruction patients due for their second serial‘m  ~c;eenil;g’~~=approli~~ateiy’g’ years after ” 
imp*antation, I-4” ‘?“*A k b LB”-. ,-,~.i*~lY.~~,,,-“~,~: AU,, YI r “\. In suII1mary, there werC 170’ ;cmi;,an~p-- f$y@+&+ T ;3irune& ,n the MRI 

* _ l i _. .** (x1 ..L i “.u:‘y,~e.. ^_*‘. ou~~,~~.,~,w+.a.~ i*, rCc.W,“.*x~;r ,*,A, 

subset for Core Reconstruction. Od zi by-mplant basis, t&s represents 4’7.1. 8 !%%$%%~~~~“” ,. y&“* * ~ *. ) -,*‘c-~*“.,“‘-,*“, _,. ,.+ .d.“X/(-b ;“‘,s. \r.~-~~~?-. i:_/ .“- .r.,l.,,. 
361 Core Reconstru#ion inipk”ntk. -The findingsof thts MRI screenmg are detailed the 
“Rupture” section below. I ; 

2  “_i_#>, . .“” _,  z> i , .‘./S,.. - i ,. . , ,- 

Rupture: 
_I_., ,. -i , , .i:: / < i, j 
t *.: .,; _ .~y _ j “, / ;: ./ 78 t-: ,.. 1 ,/ _G‘ ),. .I( . ; 

The sponsor was asked to provide reports of all diagnostic studies r&&d to, m ipltit r&Xi&; ‘and ,( surgical operation notes of all explar;tafibns.~~~~~~d.tb:,ii;ipi~~~~~~~~’,. ‘ffde folldwi$i i&+ 

incorporates this information. 
._I ,., ” 

‘i“ _ “ “,_ .‘-. / .!‘ ; ,^ r ,> :b Fe._, w&&.. __,. i ,,, * I .I O f the 361 total Core~Reconstru~~~on~i~~l~~~, irf~?%&&&&‘re ‘f~~~i~I~y reported as 
“S”Spected,, ruptured through 3 years of.fdllow;u”: ,T +-.&h& rig-“r;terr ;;;aLIllGasoGd, 3‘. 

implants with an unknown initial reason reported, 1 reported at explant, and 9 repor&l”via the ‘,/ *. ,’ ‘ ) :y,; .,‘... . ,‘ ,\,‘ .i _ /. / .,, , , ,, , ; ‘,: j ./ hi A1 -1., ._,,I %  1_ i ( ;-. ,_ .; .: I .( 
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I,! { .,. ‘. 

M R I screening sribset (described above)of 1 7[ZCore ‘Reconstruction implants wh& ‘n&e&vent 
i ,A i : .., -- “._ ‘. i;,. ) ,, “), 

M R I screenirig for ‘asykxptom al?c rupture ai $fi%xxir%$~ 1 y&r~~,~,~$~g im@n{~&&dT~~, Thc?z ,,,1 _,_, “SUSpected), ruptures, in sonic case$,.~~d~~~~~iid~~~~~~;il k~a~~atlon wh~~iiis~deplc~~~ in ~’ ” 

Figure 2: Flowchart of Rupt&es+?o&~econstruc%on below. The folib\;;ing te~tm ’this ’ ’ & “.I;*. ,->+. “L). i&i;, . l xee>(il ‘~,~,~~~:~~~~;,,.~,~~.iu‘,.~.x .&M,.+ 

section explains the sponsor’s characterizations of these suspected ruptures as shov@ in F & m -e 
2. i .’ ,’ 3 .-I , ,_;* ” . 
The 2 implants identified via ultrasound were in the sam e patient, who com plained of asym m etry. Ultrm ound exam inafion- i‘-dic.ted h :b+Giy I;j;i;‘o;;fi~.;*;g~~g$-~~h implant conto&’ ,A. :‘*‘.I .” ,.. 
folding of one implant and a norm al ex,ti, @+ o*$;~m pl-~t,,.:.~~~~~~ f;&e & ;~;i’&i~t{&;i~‘2.~ - j 

implants, one intracapsular rupture was noted, and 1 ‘v%‘reported as not ruptured. The implant 
noted as not ruptured at explant was not returned to thesponsor-as part of the Devide”Retrieva1 ‘~ ’ __ 
S tudy. Note that this patient develbped‘br&lyc$!ia~,‘$d $Gl, f$riil&t$k durm g the explant 

:, .(>b ,L;.:&,<,#& >‘. .:l‘L- ,*y--: ;? .1. ), 2 ,’ 1 

procedure, necessitating coum adin therapy, ac$%;ding to the expl&&g physician’s’notes. ). :’ /_ .;.I ~ II /I- _‘_. .* ,~.. ,,(” 
Of the 3 implants reported as susp;cted.#..Q~$& with .;r&  &o&:;eiG+d r;F6&ld,&&Gai ii ..-.~ i-i. ‘, -” ,- ;. LI f”****.; .,__ ii,.‘. .,w *_ ).S  a( -L. ,If‘L”* b. . . (_ / 3 

initially suspected by a flattening-of the”breast shape noted on physrclan exam  3 yea&~afier ’ + “‘. ‘-“ ._ 
\..i.< **,,*_ .,.i ,_,,,_., jr,.< .,,,I “_*~*/ /.,i, ,.. ;. *.“‘I* Il.S.5 _ 

%  implantation, A r; M R I Was obt&ed,“indicatm g no evidence of rupture, and at subsequent 
*p f-,-.‘.,‘ _\. ,““i.l..>a. .a”* _)J xc~ -l”h(I*l-.t~r.ii- ..i.i‘̂ i-.i .nt *.I _.I *  __I, -_ 

explantation, no ~pture was noted, This implant is classi~~d-as-‘“wico~~~~~~~~~~~~~~~~~ ‘__ ’ 
explant report was received a*er the dita ~~;C~t;a~~~~~‘~~~~~~~~.‘T~~~~:~~~~~ was not retumed to (_ ,‘“i,:..‘./~~,:;\.:,. * ( _/* 

the sponsor as part of the Deviee’Retrieval$udy. The ot~~~~‘~~~~~~~-~~~~~~~~~~~ed with 
a... ,,, . w “% W , .a* Ixii*. .zd‘r* ,‘“(_“/ 7‘ I ,**t /I ,..e ,, . ,.. 

an “u*own,, m ethod were actually from ’thk M R I‘s;ieL;i;; s”y&‘~‘dh”“o- c&.-“;; CoieJ i. I- 
have eiridence of rupture fiom  th~~~~~al’.~~~~~~~~~~~~~~~~~~~~~~~oglst. ” , rr 9#<,*,” i”,-l-. ,_i AEter lnform lng the c !^ $:,,<. r;l::: iv ~3&!;~,‘.-1*i-:~, :.’ i 2” . : / ‘,_ : 
Local radiologist that these 2 imp)‘.& \;,~~;i;;~~~~~~~~~~~*~~~~~~~.~~~~~d ;i-&i~go&g-;M m  ._ ,. L , 

# . Ir4e.+ .A. *  j ‘&  ,.* _i “& , .*: *“.i ^1111’ 
indicated no evidence of rupture ‘(these are classified as unconfirm ed”by the spons’or because 

Z’i; 6,: , _. .-...rj_ L . *. . 2 ./,, “1,.^. ? 7, .-. . 
the second M R I reading was received a*er tee M iicKzy;‘Jo”(J3 c&-ffJ.&e f-&  d&wfos;lre):“’ ‘. 

.,,.. 
.I: y& p For the 1 implant suspected m pttired ttiotiiKeiiim t, it>tiw &  initi~~~~~s‘~~~~~~~~~~~~~“;.;“,~,.!,‘ ,:” 1, Y , ii: .I ;: .*:I :; .%j ;., ‘;~;‘, ‘:‘ 1 : ‘, ‘.‘.I: ;: “2:‘ _’ :: .’ I, ,,,* 

screening subset cohort which indicated’.evidence of rupture. Intracapsular rupture Gas noted at 
I be-_ *  ..~/_.. ).~I .A....+., ._ ) zs .._.-,d :.a;srs I- ,-1,.. I ,,-- 

the time of explmt. ~fi Fi&e 2, &is i--$.&t'-s mclu~ed~."~@ 2f@'-~f--p': -- / . .._ ,"#^ *>+* I, -"i'&, __ ,, ,,‘, j-,__;.," _I 1~ ,‘. 

I, 

Of the 9 suspected itiplant rupture; rep&ted by &  $&&a- as k%‘% lkI screening (note 
I* ‘..‘: ,;,. ,- ,, *  I, *  

that if the implant described’Vabdve suspected’ at “expl&? is included, there are actually 10 
,al.,*lj, -,*- i,“l:,*,,> ̂i,, .,a ,xX ,““I~-v..{%-k ,.._. I 

, I ~. lj”c * ‘_*” . * A <ihr ““24.d.r: ii”‘r’r ,““I ,h* us ~*.&~ “ai ~x”~“~~~~~BI~~L:.~,,~.j l>,&<W,“, 7. ,~ _ .._ 2 ? i- 
identified from  M R I screening) all 9 were asji;;“pidm atic’and were determ ined to have evidence 
of rupture by either the Local or Central ‘M R I radiolo&? “&reem ent between the Local and 

i)“i *~, ‘... x “, .,._ >r.,w:c!i /_, A .?,, #L&*“~: :~, ii,,“, ,&.<*r j”.’ -. -.’ Ij 

Central M R I radiologists was 90%  for the Cork R&&$&ion c&o& ‘” - a 
,~.,.“~,.,;-~.~,.:=,~~~~~~.~,,.-. ,,.“” / 1 I I . . . ,, 

L,d , i- : . . 
Of the 9 suspected M R I rkpttires re~O~~d”~~~~e’~~~~~o~‘(~~~~r~ 2 inclndes the 1 explant m  this 

” __.) ,,I> _.. :*,-;- :” ;((,, :,““‘,%‘ , 1, i *  ..- 

group), 7 have undergone explant&ion and’2 navenot undergone &plantation. ‘6f those 
undergoing explantation, at explant, 6 implants were reported as rnptied (all Were ‘. ’ “.’ 

I 2.. ‘.~ i; .^/( ., rthrtj:.< -ii> 2k:i.&+*JQL 

intracapsular), and 1 implant was reported as ‘no~rnpti.ired~ This latter implant reported as not 
‘.~“..,p . . . .” x. 

ruptured at expIant Was not returned to the sponsor as’partof the Device Retrieval “S m dy: 
.j.p,j.:4 ,?<“. ,,,,., :. : ,:,,. :. . .::. . 

Of the 2 implants suspected of rupture via M -RI but not having undergone explantation, 1 implant 
” ‘__ ;; “, 

has undergone a second M R I approxim ately 1 year after the first; v&‘&%also’ shows evidence of“ ’ 
. . . ‘X . *~*A+. + et >a., -. _, 

rupture. However, the physician has electia &  dCfeEer’ e~~l~~~~~~~~~~~~~~~~~~t~~~~~~~.~or the :_‘rlll.~,\VI.,” ..^ j. ,_,,. - . 
. ., .,‘l i ‘ < “_L I, ._“,, -. ? ,” 4.‘:; e ,,- __““. . . t ,/ ,, ., _. : ,!_ .’ .I :.,-! ,,, i #,_ , .~ .‘” , , % ‘I. *. I : .I .I’ )’ I. , I i .j (1 , ,<G, 
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:‘ ~~“r.~~“..;.;~. : j: ‘I ‘I , ,L. i* _j 1 ” _ 

% j,.“..~,... - *.,a 
.: “’ i ’ .., 

second of these implants, the physician has e$cted to defer explant and a second q is pl&ed. 
-_- -:.s 

These latter two implants are categorized as”“unco&rme~ by the sponsor. -.,, I ;_ .,i,j ‘; -&+ i* , “‘,y , .-J-,“:,: ,j. ._ : ) _“‘L ,:. : / ;;: ,;,.,,.“~.“~‘~“* / ““+ “,,, .:’ .- ,,,, :” .;a’ 3 .- -> r ),_ ?. +:’ ;-,~-,.~~~~~~;~~I.,. ,.:+;& ..& $2:” 1. :,.. i, 2”’ 
.‘,,, ic‘ ,>;‘~,$;>“-’ :I, ,.?.I _ I _(; ._ _.” -, ‘r 3>;.:‘: p&y.;2”s;,,a -jl -‘: I’ P.. :’ ‘. ,,,,;,;:1 

In summary, the rupture rate reported by the sponso&$ludes 13 &)tu& impl&s thro&lj;‘3’ ““‘ ’ ” 
. . *..*~,,.'",. ,."! ,-A . ". i " L". _I i%,< . 

years of follow-up in 12 pa&&: 8 "co$@$d vy, explant and 5 un&A&&$~ '(~~~(~~&i i' ,+, 
_ .y- :; _i.“, -. . classified as “unconfirmed”‘have undergone additio;lal’~~llow-Up $th 1 implant reported’ as ;,*. j .* ~ ,.., *d,*.* :4 i ;,l.,.-;-3fi%j, *i$.Ocj.r:.M, ,* ~*.j,i%i,* __I intact at explant, and 2‘reported as‘intact follo~ng re-review of the M~‘~~~~~~,~~,~~~~~sidering 

that the implants are double lumen). ” I”’ ” _ ‘*’ “’ ’ -ii ̂ ‘. ’ ,_-j _)_, / :\’ “~‘ ._ 
. / ! 

/+ :,;., ,l/ “. i$, -1,’ _, z,I, -,.*..“,& “, *: Of the 8. itilj;lant ~bhtures‘cd~it”;~~~dlXi;;“kjiIii‘i~~t;’~ 4”~q~~~~&vw;&~tic ‘&d found from MRI i ,,I- 
__ ., (“_ -._ ._.. screening, according to the sponsor.’ If the 1”imphmt from the @$Ysubs&but reported as I”~, ,*x5 :,” j: _-~,,:I . suspected at “explant” is included; then 7 of the ‘8 c&&med ru&& we&’ asyiptomatic 

and identified by MlU scree&g;* ” c);E~~e~~~~~~~~~~~~resr’~” $.A‘ xi,.** *I.” ; .A \ :i\s “>(. i, ,- ̂  ., ., 
unconfirmed-8 were from Mm s~r&~~n*~~ “‘*“-;-’ ’ 1 ’ . ‘” 

-mcludmg those clas$iid as ‘i’.“; “’ .: ‘. I”, ,- 
^ : ‘i ‘;:I ;;, ~,.; : , 

j 
‘.’ I:.- .I,: 1 - , :, i ,. ,. ” / ; 

The sponsor reports a 3 year by-implant cumulative Kaplan-Meier‘silieni &p&$&te’of4.7% II iv,\. .+ $k i.,. *j/_,_ ‘,? *,...,>.i~**i.r. _ A‘$. 1 ., iiT (95% CI: 1.5%, 7.9%) based on g’implant’ruptures, hrghhghted m grey m Fig&e 2. ’ The 3 yea 
by-implant cumulative Kaplan-Meier overal! r&$ure &e‘(&mding the’ 8 ‘implants reported as _,. _.,*.- I 
“confkned ruptured” and’the 5 implants reported as i’~confirmed’~) is 4.2%‘c95%CI: 2.0%; “* ‘I’ ” j .” 
6.5%). ~.’ ,. 

: /’ : .,,_. _i ,,. j ,.- - -‘. )” _ / .(. i :,:. “, j,,:.;: .j:: -. Recall that less than calf of the irnpl&~f~& the-~o~~~~~~~~stru~~o~ ~oi;o;---& iI;ciuded fn . l 

‘. _: ‘r:“;: :,; -::;: ::a.:‘;~ ‘_I ,.“t -:: ./ , ::>*.,,, ;: ,/) ,... ;...“.“* i..:.,.I’i...,L _)‘.. 
the MRI screening subset and that oi$‘th”?&st of5.w~~z~twe screenings Iiave occurred. , 

Had a larger proportioti df patielits und’e&$i’& Mk scr&dihgF$& r$Uge &te woiid 
likely be higher. Note that compared to the Core A~~r;ientation’s;~a”Cor~ Revision’MZQ subsets I, .__ “,, he...” !. +“;‘3 which was approximately 30%, the Core Irec,~~~~~~~~~~~~~siibsei’was larger (about 450/,>, ” ^ ,...! &, J,,+.u .) i-a 4$,.. _ j :I 2&d-. ‘, _.. 
with a larger contribution of asymptomatic ‘r$!ures to the rupture rate. 

__ .I c I 
,‘, S” .i ,’ ‘.:., i.. , )‘ ‘. s ,‘. ,. 

at is notable that 7 of thy a,cdnfii;ined.rup~e’;9;~~~~~~s,~~~ihe:dork~ec~~~~~~~~ *&++e.;e;i”. ‘. ! ’ ,?‘~I_ 

style 153, double lumen. In two cases, the ruptured double lumen implant vjas described’& ” - 
being in two segments upon explant. In some cases, &ible tears $&noted upon explar&ith j.d_. ,. *.,*.. *” _Io, wr..-&:d *^*,. ,-; *-“..m--i”i’ 
free silicone gel found in the’caj~iile‘in~other cases. In some cases, when’&rpttire Was suspected ,,, ._$ ,, ‘&*.&*l*, .“,” .,.. L. > . ‘ ,/. *.*,.,,. _, .<‘<. ~** i ;*.‘i~ ,. ,^, *i ,;., I._~* on MRI, the films had to be re-read with the knowledge that the implants were doub&.knen, in which CaSe a no hpture deteminatibh wG’ -&“eque;~ly’&a~e $.m: ( Ndte jh;t .oi”tfie 2”’ _ 

implants reported as not ruptured at explariti, ‘and, m-e 1 ‘implant noted to be’not rupturedat explant 
but classified as ~‘unconfirmed”;’ none were sent back&the sponsor for ‘microscopic’ evaluation. : ;.-’ , .*. 1 ,, ‘*(” -. ‘” 1‘ ) * 5 : 0 . . . .;. ! > -. ,. I >(( 6 i ,. ,. _ -_ . :$xs,,‘.i$.; .j_ _> 

,‘j.. . I 1 ‘( j __ 
1, :. :: ,_ ? i) ,&) ;- ; ; . / i :,.- .‘,“.:; ” _,1 / 
>j _, ,.. ~, ‘ . . ),.. ,*/., %.r. 

‘ (, 

.., 
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Figure 2: Flowchart of Rupture - Core Reconstruction Cohort 

(1 Ruptured) 

2 Asymmetry 
in 1 Patient 
[Ultrasound] 

Ultrasound 
l Ovoid hypoechoic regionl.6 cm 

F with implant contour infolding at 
this region in 1 implant 

* Other implant normal. 

1 Flattening of breast 
@J~wn) 

2 Indeterminate MRI: ’ 
local but not central 
radiologist 

yJ~~wn) ’ 

Explant ./ 

L (1 Not Ruptured) 

MRI . No evidence of 
b Explant 1 Not Ruptured 

rupture :_ b 
.;. 2 (1 Unconfirmed) 
1 

.., 
-2. 

Re-review of MRI 
considermg Implant 1s 
double lumen 

2 Not Ruptured 
+ (2 Unconfirmed) 

.^ _- -. . _. I. -.- __.. -.. :.. 

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the. sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these 
represents implants included in determination of silent rupture rate. 
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8 MRI evidence of 
rupture 
17 Mu 
[l Explant] 

2 MRI evidence of 
rupture 
MJW 

Figure 2 (continued): Flowchart 

Explant (1 Not Ruptured) 

/ ~2ndMRI 
1 year later j 

(7 Ruptured) 
includes the 
[l explant] 

and 

Evidence of rupture 

of Rupture - Core Reconstruction 

Continued follow-up 

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these 
represents implants included in determination of silent rupture rate. 

1. ‘__ (i 
‘. ; i * 



Com lications followin im lant re iaceg;;titi ., * 0:; 1,” i.,: ‘: i _. : -’ ,_ :i:. ‘._ %‘. : ,Ti’L 
_* .^ ““v.,~ad.,*a.,,,-A “r, ,~~~..~‘.,“:,,~,,“~,~L.j . ..> .._.. ‘rd”~u‘.,$,.~:-. . -.:;,‘lyl .‘. ,:.I<- ). xi .$ \. 

Of the 4 1 patients’(5 1 implantsj ‘k&o underwent rmplant removal with replacement, though 3 
* - ..” i‘s: 

years, compliczitions‘ folloWiti~$ -replacen;k~‘t~~~~~[~~~~~e~’ inn12&&.& (15 impl,&s: capsular 
contracture (6 patients), asymmetry (3 pkients), breast pain (2 patients), implan! m&lpo&ion (1’ 
patient), and wrinkling/rippling (1 pat&$ Rote that these valuesare not additive because an . ,.,.. 8 :, p-4, _,,a” ,I .I .- ” . . ., ,_” ,,{C’.,,. ,,;#, _ _’ 
implant/patient may have reportedmom than one occurrence of a complication. I+& rates are 

, 

not shown due to the small sample. 

~~~~~~ breast implantation, 5 1‘ of the 2i 1 patients (i3’: i (1/~ ~~~orte”~~e.folid~ng4~ --’ ’ ” 

.,., _.CI^ ,d.%% .,“,/,. / “~~a,&,. ;. ?.+.-“a +Qa,,&., ,..# .* < ~-*-*>, *, ̂ ,__ reproductive problems: infertility-(1 5 reports), sponta$ous’ abortion (32 reports), planned 
. ., j . ̂  .., 

abortion (7 repods), ectopic,molar f.egnancy c3 rep;rts3; k;~br;;l.-i$o& (J repoil), ;f;r.G;zg (r,...‘, I,. ..I 

report), and uterine septum (1 report). Through 3 years ‘4;~~‘b~~~~~~~iantation; the$ v&e 2 . . ‘.>P ,__ ‘,#S> br-,‘-i*ii”*“<ekw ~~~*& 
patients (0.9%) reporting 2 reprodudtive pro&mS: 1 report of no menses (this patient&d also 
reported a spontaneous abortion pre-implarat)a@l 1 report of plantiedabortion. ‘without 
information on the number of patients attempting repro&&ion (whi& Was not doliedkdin the ” 
Core Study) and without a comparisorrgroupaf age~ma@edpatients with similar do&orbidities ~‘“~.4*~;~.‘~ .‘:. ,&+e,,..l .*~~;r~w~~rcw%. ‘“! _3, (’ (e.g. having breast cancer, chemd~~rapy, &) ans~~i~~~~~~~~~~~~~~~~~tlon lt 1s not , -_-i 

I .r*I WB.*.’ :>,@Je**- laa ..?. 1 “. ),< 
possible to draw definitive conclusi~ns’~~m:~~~si’ ;i;;f5;~~~~~~~~~,~~~~-percentage of patients 
reporting a problem post-impl&&on is ‘lower than that:pre-~mpi~~~~i~n~ ‘~~&“&$~‘G;e’e&~ Id-.” ” -’ ‘L. 
less reproductive attempts or to reporting bias. ” *‘_ _ , I ,, q-“. i:;- J? ,; .,si .-,.a : x_” . s., ..,._ ,/ .,__ _, “_,, -:._ ‘:“.^ ~^-I -i, ,- ,:... 1. 

. . _+ ‘, _,>, 
Before breast implantation, ofthe Iii; &z&& &O &&&&~~~~&~~ f&& 58 ~at&ts 

“*,,lr .,,, s;t. ,* ‘“.a.\<‘. .jA,” I --il.,><%-*r il ‘F ._ : $1, 
(i2.4$,$, 

),a__ ,.. “,1 ,.‘.I .ixi L., .“._. 
reported the following 32 IactaChi pk%%%! inadequate milk production (14 reports), mastitis 
requiring treatment (7 reports), pain (6 reports);mtititis ‘notrequiringtrekment (4 reports), and ,,. “” “,__ .< ./ : ,ii 4: .__ ;*. exceSS milk production (l. report). *ough 3 years after breast ;~~~~~~~~~;,‘~~~~~~~~~i~~~~-“.,~”,.‘~ /_I’ ** - 

who attempted to breast ~feed, none reported la~tation’prdblems.’ .. -. ‘* ,/(. :!“p’c, i . .j“%’ ,_ , , .” , .’ 9 (, _, .I . I..” .:....,lil..;:.,,,:. : 
Prior to breast implantation, there were 218”:ofthe 22 1 patients (98‘,6%j*tiho reported break “. “ ” 8 .*4, -,,i :.,;,+,,,,__ :I, . . . E ! , disease, with 207 of these confirmed as malignant and 11 reported as benign.. ‘.Re&ll that’2d6 “of* ( *e Core, Reconstnrction patient;s hid.-.-ii~$6~~ f&‘Ei;iEi c&cer, .-“& ‘,y$ had .~i;~~~li~~~c 

; *‘““niu “#y*M” &,“’ &..” . .._ & ‘.# v , * mastectomy, Through 3 years, tigre were’,l’f:pati~~~~~~~~~~~~~~~.~~~lmplant breast.‘di;&kie: 5 
,‘, /‘_‘/_ j . ‘““̂ .. confirmed malignant, 10 benign (i.e. fibrocystiGlisease, I&t, or other benign breast mass or 

lump), and 2 unconfirmed (1 patient had a kyst at her 3’yearvisit ‘v~& pending folk&-up and -1 ,._ ._ +.- __“. patient had thickening with pendi.g referral iti” 6&‘i on.A6&&si7. “bRb”a& g/< &. ,Iy&$“{hk patients 
i vi.* “;> ~~m,.~~+“*~ .L .In.**m,.i‘.l . reporting post-implantation breast disease had a confi&$“br&&t “malig&icy m either one or : . 

both breasts pre-implantation, 
“, I ‘Cf. ,. / .( ” _ ,_ ,. ” , : -~‘_.,: I’ i-“,. i I ,“: j ‘., . 

i I /, I! , ^. ., ., * . !:(,_ ,, ,,,; : ’ ., * . i * summary of the 5 patients wi;h.bieast Llignaacy. folld’.ng ;n;l;l&~on‘“‘& gfj&~;&v8~iG~ *.*I ,I I’ . /, 

patients had recurrence of the same tumor”$$“e,i$the same b$ast,‘“one patient had metastasis ‘of 
the original cancer into the lymph nodes, and two patients hada ne& maligk.ky’in the’ ’ 
contralateral breast but of the same tumor type. 

, , .,. ‘, L ,” ** ::: __ 
. .j.. - ,.. si ” ,+: ,,,;.,, _I ,, _, _, 2,. ;,“.(_ _. /__ i .,., _ _,.. _,z .\ .- c _. E.7 I 

Prior to implantation, 20 1 of ‘the 221 patients had a pre-implant mahniograkl The keadings --: i%i* $“.,.,j+i,** .b,;*-,, * ./ ‘L.” .,., hU.;iL di -.. <vr 
were normal or benign in 71 of these, and confirmed mahgn~ant m 130 patients. 

i.., , -. 
Through 3 years !,.‘̂ . ,,d I:,i.,r*r t i, . .i of follow~up, 1 o8 df ~he’“2”i ~ pat‘i’eiits .~~.~~~~~~~~~~~~~~,~“~~,~~.,~~~~.~~~~~ed a~no*al 

through 3 years without such a report at baseline. “df the ‘12 abnokal mammogram results, ./ ‘9‘ “:, ., .jl ‘” : )%.“A > I__ i -5 .,_,,, C,,^ ,- ,‘%> /. i 
lli ,I- I , , j ~.a ,\ + t ; /, ‘- : :~ ” “’ ,‘/“‘ I .jj_ll I/ -I:“.’ . ..t ” &., ,i; &, .&. .3’ _ 2: ~_.“_ : ; I .“. ‘, 40 



! 
j* “’ ‘_ ‘1 ” ” _’ 

” ./; ,.( i. 1 ;.* 
additional follow-up indicated that 1 ha&% br&st disease, 5 had confirmed mahgnancy, j’had ” ” 
benign breast disease, and 1 is pending follow$$ of a breast cyst noted at her 3’ year visit. Of the ,_ ij,. r,,,“l ** *I->*& “*-” .,** *. * I ^ -, 
3 patients with confirmed maligr%ncy $%‘t-6ri&nt, 2’ oF’th&e patients had pre-rmplant 

% 

confirmed breast malignancy: one with recurrence me& san~e ‘breast, and one with’& new 
occurrence of malignancy in the ‘non-implanted, contralateralbreast~ ._ *’ 

_ ., __ -^ ; (f i ,_ . +., _ 
_ 1 , 

. *tar--. u’L”~-r.i ,.-‘“‘*P .i+. , -‘,. . ,i’. %. . . : 
W ith respect to connective tissue/autoim’mbne b&%$(~?%>;“the sponsor reported one new post-implant report of‘CTD through 3 ye,, ;f.fon6&~<~g q2wii*G ii’~~~~~~~~-~~~~~~~~~~~~a~ ,. 

4 months following breast implantation. The sponsor was asked to provide the physician notes and laboratory tests pertaining to this diagnosis*’ ~~v;~~~‘;br”ri;i~~ ~y-w~~~~~~a~~i{~~ a’yi+d’+osis- - .. 

of undifferentiated”connective tissue disease (UCTD). manifested by arthritis, ar&ag&$s,, . 
Rayniiud’s phenomenon, a history of gastritis and esophagi& with reflu~?&$ase ‘di&$osed by 
upper endoscopy in the past, no evidence ‘of skm thickening, a history of a @G&e ‘AtiA m the ^* I. li.il”, / , ~a, ‘W al.- “̂ +sW I_ .w ̂  In ,. “) “, past with current ANA negative, and asli~h~~~~~~~~~~~d~~~ of 38 RJ/ml (normai”?2~~~ml): 
There is no mention of pulmonary or renai invo$ement: %sed on tl& ~nforrnation~ the 
diagnosis of UCTD is,more likely th~that’~~‘scle;b&krina ik”thi~‘I&e;it: 

,I. . . . .I _I j”Ad. ,, ., *^ i i^ ,S^ 
Recall that the sponsor collected~%TD sigdstitid. ,~~~~~~~~~~~~~~e;~~~~ at gaieline ‘Q-d’ a; - 
follow~up in the Activities and Lifestyle qbestidnnail;e’t; ‘aGc;i . . . x:terriii;ing cT@ay;~;;;;;,:~e~ -, ,.“,(<, ,, 
present. This self-administered questid.;ii+n;-&s ~~~~~~~~~~~~~i;s~e~~~~~t _ 

<..v**, *F-A ,*,, _, ,. a-1; J”- ‘,2*1<,” 1. ‘.% :, ~, 
Questionnaire (MHAQ), which assesses’abi~~tyto ‘perf&n various physical functrons of daily 
living, and it includes a variety of signs and symptoms r8atedto rheumatic d&%ses’~and‘to~ 
general health. 

( , jl &_<.-1*,- _. ” F( 7 *< ~e~~~~2,y-.1”* ~JT:<:-:” .: 
df the 221 Core ri_e~~~stni~~~~n’paiients,,:data are av&&& for 161 patients 

1 
(72.90/,> for the MHAQ and”f~~ r62 ipiG&& @&$$,$ fiei;-y”d;; ;;&Gike% in Table 21 

below. 
I ..,-s, I w /*,,_;.” 

Recall that the intention” of this’@&ion&ireis to identify pane& who w-arr@t’ ‘* -“’ ‘” ‘. ,/_ Y,,, “dw.““f”*‘y” “‘2-J f , 
additional evaluation%nd’ referral ‘to a rheumatologrst. W ithout ‘a controilcomparr son group .of 
patients without implants followed for the same &ratio; ~~~~$%w&$ as&&h similar ‘l,,s*A*rl .PL_.” > “,.1 
demographic characteristics, conclusions carmot’be made from thesedata. ! 

” ; ., I‘., _^. .-. I j * > . 1. . 

, 
. ; .,- 

, 

; : 
: : 
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Table 2 1: 
” 

Summary of s igns /symptoms’&tegorie~ and selec ted s igns  and symptoms reported 
through 2 years after implantation-Core ‘l&c$nstru~ti,on,,, 

Sign/Sy&ptom Category Pre-implant ’ ‘” 
-.“~“.i.rc ili”~lI-“*l_ .,, .,_ ,, i.<“, .I*. , 

Through.2 years post- 
implant 

I  N=16;2 
&,.’ .*x* .  N=lf%  ,“,ii 

35 (2 1.5%)  

is ing, 
unusual bleeding, hives, other s k in problem’. .“_ ._ . ...,, 1, ;,_,., 

21ncludes  muscle weakness, muscle paiiia&es /cr$$s~ back pain, ‘neck pain. 
iI_. . ~. 

31ncludes  joint pain, swelling of’hands, &elling% % her joints ; mom‘ii;g s tiffnes s . 
41ncludes  memory problems, problems with tmnk$rg,‘heada&% , numbnes&mglin~‘of 
arms/legs , los ing balance, r inging in ears; 1 ’ 

” ,” 
:. c_.,. 

‘Inc ludes  fever, swollen glands , weight los s , weight gain, fatigue, generalized pain. 
61ncludes  dry eyes, other eye problems, sores in mouth, dry mouth, problems $th tas te, 
trouble swallowing. I ). L)_, , j ,/ ,.d, 1 ;;, 1 -* 

1 .‘, ]: ,: I^ 1 ‘jl. ;. - i ‘_ 
71ncludes  heartburn, s tomach pain/cramp$ nause%vomiting, constipation, diarrhea dark 
s tool, blood in s tool;.ldss~~~ap~~~it~~‘~d moderate.or ‘greater’gastrointestinal’troub;e. 
*Inc ludes  urinating too often, problems W ith &nation.~“’ ‘I ^ .( 

<‘a .. ” 

E. 
; j>, ;;j,-,’ ~ :,_ . f~ +?“.“a, ; 

Additional Analyses  of Szi’fety  ~a&~C%we Recgnstruction Cohort 
x  j; : / -: -:I <. / * . 

: 
The sponsor performed Cox proportional hazards regression analy s is  to determine ibether the 

. . 

complications of reoperation, implant replaFemen/removal?, implant rupture, Capsulari; 
contracture, and infec tion were associated v v ith patient ,age (&!O  years v s . >40 years), antibiotic  
pocket ir r igation (yes v s . no), beta&e pc&e~~t&+igation (yes v s . no);implant placement 
(submuscular v s . other), inc is ion s ite”‘(penareolar v s . m~amamm~vs~axil1ar-y  v s . other), device 
tex ture (smooth v s . tex tured), and devi~~-~~~~~~~‘~~~~~~~~~~~~ured)l as suggested in FDA’s  
G uidance document on Breast Implants . This .information i&based on an &ii&‘&& of&t&a& ii.” ;. .,, ~. ‘. “L -” ,~ 
c losure of August 30,2002. / !_ , _ ,, _, . I .I_ )s , .~ _^, // 

I : 
F indings  are summarized in Table 22 below: 

.- ./,, ,),‘Z . i> ‘. ‘, ,;,-L. : ; .>..- j ! j, ,;;,:*; > j;.::,- :...,,. .>“.“. :’ ‘,, 1 
*or the ‘c~mplications‘of reoperation, imection, 

and implant rupture, there were no asqiations . ~dund,ditv ices-wer~~~:? times m&e likely  to ‘ ;, ‘. 1 -. ’ _, /j _(_ ‘__ “. j .I 
undergo implant removal/replacement than contoured ,dev i~es~in tl+‘@~&&ruction cohort. 
Implants  piaced &ho& bemdine‘in the’pocket’~ere associated with ah&her r is k ’&apsul~ 
contracture, and implants  piaced in‘a non-submuscular position were also associated G ith a 
higher capsular contracture rate. I,:. \ _i/ ;, ;, x  ” _ .-,, n., .: I a.. /. _ , I.; . ,r ; _1 .j ,_,, ,,,_ /‘,, ‘f ,,’ ‘,*,-j. r*,a / ..;,-i, ..‘-/, 1 :..;. 

I. . ,’ ,I ‘( ” : _) _,,_ 1 *: : ;*-, ,, ” ; * ), I I ,. :_,,e , 1, ‘- 

i. 
! 
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* ., 

F. Effec ii+eness--Core R~;-;;t;-c~;;;‘~&~;& ‘*Ye’ j I L_;I”. ___._ ,_, ; .* ” 

s l, * , : 
The sponsor did not collec t brea+t s ize information for t$e reconstruction patients . .., ~&l “,” .,;,, I- ‘Z j r  ..” (, ,~ i ‘.i,;;;:, ,: (,,, _. .‘ I *_,’ ..,>: .,_I: Cl,“, .“...‘1_ . l,b” 

! _, ” -6 ; _ : ‘““XC, ,l” il’ ..” /- ” -/r.* _ _ji. ,,I _: ;. I \ 
The sponsor collec ted both patient and physic iansatisfaction. Because the patient satisfaction is  

: 

more relevant, I will omit the summary of physic ian satisfaction inforn-ration The sponsor 9, I”. = ,. I I ,+up$Lr: .$.,!>a$ *,:,‘f- “::.y ,prx”‘&: “i- -% \,!I .a: ” t. ib ,- 
collec ted both general pati& s&is f&&+ and satisfactron based on pm-operative expectation. 
W ith respect to general patient s&s&c&$; of the 177 pat&ts ’(of22 1) who comp&d this  
questionnaire at 2 years, there was a small decline in mean satisfaction from the ($4 ‘week fohow- __l_, I”,’ ::‘” ” up timepoint of 4.8 (SD 0.6) icd~?@D 019) ‘at 2 years. TVitli respect to patient satisfaction i .A ” ,+.+ & a. ;{a? gv”.*-“, a,“$.? .,;q, ~:‘̂ ‘r.:i~.~;,-,:r,:,;,.~~~,;,~., -:-,;i Y ,- r-  , ‘“3’ i ,1-I “>, .,_ 

compared to pre-operative expectation of satisfaction,lof -the i-66 patrents (of 22 1) who :;. ,&.*.,.ni.* ..I, ..“~~.,~.,,i“‘,“,~.,,,~ (  -  

responded to these patient satisfaction questions, the lnaj~~~y^of~~t~ents’reported being satisfied 
or very  satisfied with their imph&s ’at both’i &d 2 yearspost-implant. Approximate& 9.0%  of ~ ..’ 7‘ ‘f$..,;; I: 
these patients  reported being*dissat is fied~or very  d&,&&d; and another G .O % “were,neutral 
regarding their satisfaction.at 2 years compared to the& pre-operative expectations. There were 
small but s tatis tically  s ignif&& “decl~nes~n:‘pat&nt sat&action at both 1 and’2 year&ompared to .‘,.:z ,., i_ ,‘ 

their pre-operative expectations of satisfaction:. ‘The”mea@ ‘pre$$erative expectation value of 4.6 
(SD 0.5) was compared to 4.2 (SD 110) at 2years. / 

! 
W ith respect to the Health St+tus Q uestidkkire (W-36, and~l$C$Si% ]9 $L&‘$& &&~&&o~ 
cohort reported s tatis tically  s igmficant hrgher levels  at baseline compared to normative values  for 

“7, i: _, /./ c :w2&s’ %~~~%&$~.i I 
)  ,, “;J ” ~” : liic l ,._ ._ ‘.?>= 

most subscales  of the SF-36: general he:akh, so&d func~on~ing, physical func tiO ;;~~~;‘v itaiity , and- 
mental health. At 2 years all subscales  were generally  hrgherthan at baseline for the breast , _;,.* ,.“,, _ ,~~ I, >.* i “,1 j _ y ,*r 

reconstruction cohort, with s tatis ticahy s ignificant improvement noted in ro!e lii&a&s  due to 
physical health problems1 ‘The 2.year scores for the-breast rcconstruct~on cohort are nUmerically  
higher than the normative values , although s tatrs trcal comparisons werenot made. ‘I@$25 

; /, ‘J  1 /;:, ““y y * .,;,z .z Q *~” &.,~~*:..q,~‘~:r s  ‘“?, -t:-2,. ,, .,.. 
,( __ ,,1~ ,,.a. I,. I u 

summarizesthe results  of selec ted health’s tE;tusn~~.Note that most of the chtiges, even 
those that are worse, are small. L . . ,. / : :. 8, ,I :‘. “i” ._’ “: :” $.“. : 1 ; p,a I 1 : I_- :,“ ._ , . ‘: : ).$ f; ‘; “, ,;: ,I ,--, * ” ‘. : .,/ . . :, ,:‘._ ..‘I,:. -; ,.i I ” : ,^I .__, ,I 1 i : 

. “ _. , I ^  -  / ̂ (  x  I^ :, : I ?_‘̂  ,- . .’ ” ” * . . ,_ ,._; j:, : :” ._ ..,,,‘-: ” \ ‘_ ,. ,/. “. .‘, .,.z ,;: , i ,- I * .I ^  I ~1. , I, ,: _ “’ : 
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Table 23 : Summary of selected health gtatus/Q0;l’~easures-1Cbre”~~~~~~~~~~~~nc;hort: 
Assessment method / Statistically significant 

I_ .” 
‘” 1 Direction of change ) 

1 change in pre- to 2 year 1 I 
post-implant score 

SF-36 Role Emotional ‘I No ._ Better 
Role Physical I Better 

.^_ _-.., Better I 

I Sk-36 Mental Health 
MOS-20 Health Perceptions 
MOS-2O’Physical ‘Functioning 
MOS-20 Social Functioning 

No 
‘: No 

Yes No 

Better 9. Worse 
Better . . : __ Better 

MOS-20 Mental Health 
TSCS Physical Self 
Rosenberg Self Esteem 

NO 

I‘jij 
No 

:, ,” ,,. ,,) _ ;r_’ Better : .” 
._, Worse 

^ -’ -’ Worse 
1 Semantic 1 Differential 1 Better 

” Body Esteem-Total Score 
Body Esteem-Sexual Attractiveness 
Body Esteem-Weight Concern 
Body EsteemPhysical Condition 

No 
No 
No 
No 

i .^ Worse ’ 
,, , _, ,._ Better, i 

Worse ” ’ 
Worse 

Emollment of the revision cp+Qrt occunred between jG-.-a@ of 1 s;$Q%j 6-d j‘&&$$O.“$ 52’” -’ -” ; 
.“,. >. , . “‘ 3 .~ ,,!.& 

investigators at 27 sites. Investigators enrolled as few,as ” ,.,_ ~,,..:.a ,.. P. 1. and as’many-as 20 patients. Most 
investigators utilized one or two of the 7 styles for which the sporGoris~‘seeking approval “Note ‘. that styles lo and 2. were not utilized in t~is’c6hb~*(;irid-&&“re d&L~ i,-&?~Gi; P’. >’ ‘_ i , _ , 

Augmentation or Core Reconstruction c&or&s)? “” ’ 
,” ._ _, , _,,., /I?. ii ! ” _ 

i.,j. ; “i ,ia q, :‘- ; :: ‘. ,,_ ,, .J,.~‘” . / , 9 -. .” ,. : ;: : I_ ..c, ,.i ._ A total of 225 patients (432 implants) were’enrol,k$ tid iiiipl&i&di -& .dfthe~g$..&h.Zy; ‘i’cib‘3;:% .i ..s‘:h _ ._l  

../,_),, j.~>. j,. -4, ““‘W .,j ii * .+& .,.n.r&P”*. “.‘” ,.I “.l. a ,-ia,ill.r *, .r. 
data cut off date, 9 1.1% of the Core Revision patient& were eligible for a 3 year (+ 2 months) 

I 

visit. Through 3 years (up to 42 months); there were ‘16 patients’ who were known tohave 
discontinued from the study: 4 due to death (1 due to ovariancancer, i due to cervical cancer, 1. .* .$- .,.~i,. “:-~,A+i~,‘,.** .-r.e*d.xx,,.r, .> -* . 
due to metastatic breast cancer, and one due. to ur&nown causes); 2 due to patient choice (one 

/ -,. .” 

due to dissatisfaction with scars and one due to uavel);‘&h “I’0 due to removal wi8i&t”’ *‘ . ’ ” - 
replacement of all study impknts~ ’ ” 

‘_ ,. .i .I :‘: ,,, .:’ : ._ill^ .,,,, * ., ,a , _‘/ ” .I, .- .i ‘ .I ‘_’ I 

Patient Disposition-Core Revisiori Cohort ’ “’ ~ 
j 

‘I ‘_ i 1 “, A. .: _ I <~‘(,._ , ;. : . . . ~, . - .:,i _, 



complications. Using the hierarchy for implant removal, the primary reason for implant removal 
in these patients is as follows: capsular contra&rre/firnkess (2 patients), seroma’(I patient), II.,. *. _ I/_ _. **a *..,.*&.~,a A‘g’.l**,j *I swelling ( 1 patient), and ‘Cain (1 -iient):“. Rote, that-the sponsor ~~~~~~e,d~~~~~~;,~~~~i~~~~~~~s~ &” ~ _. _.I * _^ 
the deter&nation of&j risk &iS, ” ’ *~ “1% .- _’ i ~,‘[:i. .. : ’ ‘.’ ’ ‘- ,T s ̂.Q. -_ .,‘.Z...< ii G,, ::.::..: _..I.. ,,( _‘__ _ ’ 

.:^ 
I : 4 

_ II. .- i., ,jl_ I 
:,:..,-!$..+ :“-:il,‘.;:‘-r..:r.,:.=:r ,+,.-“I : 

1; -: I’,‘_’ . 0 y ,.~( .~~:~~4:,.& .+_ :.j,y”:..J.‘“;; ..,>r & I’,_ , : I; *,:‘ 
Table 24 summarizes the patient disposition through 3 years. The follow-up rate though 3 
years (actual divided by expected) is 83.8%. ‘. Through 2’ years, the ‘f6li&-up rate of “8?.bK, which is not shown, is acceptable. Note tb.Li $g‘;+gfiiJ~q--J’i ~~yz”.z”~& ~~m&lr’.*~ 1 I 

determining those patients theoretically due; yet, they used a +6 month~&&$ ‘fo&por&ng ‘I.* ’ . 
cumulative deaths and explants. ‘Because it is impork&o inci~d~.~~~knbi;rlireh6~~d’~~~t~s hid” 
explants in the reporting of patient disposition,‘“?&& 24 below~indludes data v&these ’ I inconsistent timepoiits,.&d m’s$pianati& in i$& fa6tti6fki;=s.’ ‘.. ,’ . ’ 1 “,/, _. 

I__. ^/_/,j,Z .,, .J * ,. . _._ , t:,.. ,’ ,” 
Table 24: 

+u = 432. implants enrolled _I., ~ 
Expected follow-up2: N = I9 1 

Actual follow-up: N G 160 (83.8%) I- 

t;Vithdragals’B =“45’,,- ’ 
Reason for withdrawal 1 Number of natients vvithdrawn ’ 

1 Death3 14 
I Imnlant removal3y4 110 I 
1 Lost to follow-up5 1 31 

Notes: ‘Based on follow-up to 38 months‘due to an additional 2‘monthwindow for:the<3 year 
follow-up visit to determine “theoretidaily ‘due. ’ ,- 

2Expected follow-up is theoretical ‘follow-up minus deaths and removals without 
replacement. ,._i ‘..,“Z _( . . . __/ ‘i ‘ 
3Based pn follow-up to 42 months due,to an additional 6 m&&window for! ’ ‘. .’ ’ ‘- . 
determination of deaths~and removals. , ’ /; 
4Defined as removal emout replacement of all study implants: 2 patients had their 
implants replaced with saline-filled~impl~ts,‘“l patient had unresolved capsular -, 
contracture, 3 patients had another manufacturer~s implants or a non-study gel-filled 
implant, and in 4 patients an ttnknown reason was’ given for not replacing with study implmts. Five of these patients repo&ed s&virar ~o;l;i;r~~ii~~;iI;,J’~~tlies~~~~b~~~~o 

complications. 
“. .- _; ! ,_ _I i, i _” * 

‘Two of these were due to patient choice: on&due:to $&al to travel and one due to, ” . ’ 
dissatisfaction with scar. - ” 1 r 



N = 225 patients 
Median age (range) in years 44 (18,,-gc))’ ’ 
Number (%) Caucasian 197 (87.6%) 
Median weight (range) in pounds 125 (92-220) ,__I “:“. “’ ; : ,.’ ‘!;.?$ ;: ; . . ) .y , _A,, . I 4 : / . 

.I , _ I. -__ .;,. j_ l., ,,. __ _ _: -. 
” 

~_ 
The surgical setting, type of anesthesia used; distribution of implant styles u,se*dii?nis$ site, >. .,I,. S%” > .‘:i‘,k&~<*: ,%,,,a-,; a:,.,~ implant location, and intraoperative medication’use is s&mmarized m Tables 26 ana 27. ‘&St -’ ” patients had revision of a previous augmefit&ion, had g;neial ..st~es;a,.~~d ~u~~l&-w;itew-~ ‘_” ._’ b ” 
medication consisting mostly of’~tibiotic^s. ‘Tiiere ~~~~.~ ~~~o~~ dfin~aoIj’e;;;;t’;ve~~~~ ’ 

/.L._I,. .,. complications: one case of “calcified shell and rupturedoriginal impLit” and one case of ‘. - ‘. i>.,“LF, . . “calcified shell and silicone slick fragile implant.” Use’:~~~,~~idp~~~ti~~~~~~~,ccurrecf inless “. *; c 
thm hdf of the 432 i,mplant procedures (qlJ*syo)* of the 348 .(&&j2)’ i+‘“&s--~~~;~‘:~~~~ a’ * . ,,’ - I ’ 
concurrent procedure (an implant may have been, placed tith more than one conc&ent procedure), the majority of procedwes consi’sted of q+&& p;bceaG;s ,(x3g &y&b.&‘~~; ^ 

aI”,. ,. ,,;-. .I 97.4%%), followed by mastopexy (57 of 34~‘implants;~ 16.4%); and mastectomyBiap procedures 
(20 of 348 implants; 5.7%), nipple procedures (18 of’348’implantsj:5~~%),‘~c~/~~c~~t i-evision’ ’ (1 8 of 348 implants; 5*2%), and biopsy,faj i+jg;~pg~ii;$& -‘,!& ~~;;;~~~~li’~~~~~~~;hT;l~ts; 

2.0%). 
. 1. .a,’ ‘), i ‘) , !‘ j:_ :I. _’ / (_“ .‘,T ‘) ~ ,*, _ ,,. ..i , j. .‘* , The majority of implants (251 of 432 impfantsj 58.l%)?vere placed vra an inframammary * __ ’ ” “ ^ “~ 

incision site, and 278 (64.4%) implants‘were placed ina subrnu~cura~‘~oca~ioli:“‘~h~ useof~’ “ textured implants exceeded that of smoothl impltits (61: fy~i~yfG~a;““y$. s~.;~%.h~~&li~T~~~ *. . ,. 
~ ,*:L;, _l*_ ‘/ . ..ii ‘.., *‘i I. *,i _,.*.Y”*j .,,. *+., * 

majority of implants‘(9 1.1 O/o> were placed ‘with ‘pocket irrigation, and the most common type of ’ 
pocket irrigation was antibiotic (70.1% of implants) follotied.by betadine (3’812% ofimilants). -’ ’ -- .’ (, ,, I ,,,. s ,‘“L i 

I !. / I_ 
;. .,i .“, / .< _, ., _,_ .,.” _,. ̂‘ I._ ,a_ ,... j,. _“., ,. I. . j .1 ..f ,:_ ;. ̂ ._ i ,.,. i” I l(. C‘ :’ -” ’ 
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P O 2 0 0 5 6  In a m e d  Cl in ical  S u m m a r y  M e m o r a n d u m  ’ ‘: ‘-’ ii, ’ “- ‘, : : / 
Tab le  2 6 : i.. ._  Surg ica l  se ttin g , anes thes ia , a n d  p a r e n tera l  m kd ica t ion -Core r i~~~n  

1  Rev is ion  

Init ial  Ind ica tio n  
l  P rev ious  a u g m e n ta tio n  

N  =  2 2 5  p a tie n ts 
/ 

‘>  I . 1 7 1  (76 .0 % ) ’ 
l  P rev ious  recons truct ion l  5 4  (24 .0 % ) 

Surg ica l  S e ttin g  
* Doc to r’s O ffice l  8 0  (35 .6 % ) 
l  Surg ica l  C e n te r  l  7 3  p  \_  (32 .4 % ) 
l  Hosp i ta l  l  7 2  (32 .0 % ) 

A n e s thes ia  
-/_ _  

* G e n e r a l  (+  Loca l )  l  1 8 2  (80 .9 % ) 
@  Loca l  O n ly 

P a r e n tera l  Med i ca tio n  
0 , 4 3  (19 .1 % ) :*e  .^  “̂  ,, . 

0  A n tib io tics 
0  S te ro id  
0  A n e s th e tic/S e d a tive 

. 1 9 8  (88 .0 % ) ., 
* 5 8  (25 .8 % ) -” ” 
l , 1 9  (8 .4 % ) 

a  N o n e  l  2 6  (1’1 .6 % ) 
N o tes : ‘T h e  s u m  o f p a r e n tera l  med i ca tio n  e & e &  1  O Q %  because  m o r e  th a n  o n e  type o f 

med i ca tio n  m a y  have  b e e n  used  fo r  a n  ind iv idua l  p a tie n t. rj:, _  
/-. .’ _  -, : <  ’ 

_  

-. .  

I(  ,  

I’ ;  



Incision Site’ 
I. ^ . _*/  , , , .** ‘~- iu ?i’L. _xl i / .‘xl,,h,i 

0 Inframammary 
0 Periareolar 
o Mastectomy/Breast Scar -I 
0 Axillary/Lateral 
l Mastopexy Incision . . 

’ -” ’ Implant Location 
” 1, <.,, . ,: 

* Submuscular-P,artial 
e Submuscular-Complete 
. Subglandular 
l Subcutaneous 
l Subtissue Flap 

Product Styles’ ‘. 
, >” t- I 1 . . .“.n*Lly-,l ,,,i”“, ...“.+,l~*.,i 

l Style 40 (Smooth, round) 
o Style 45 (Smooth, round) 
o Style 110 (Textured, round) 
o Style 120 (Textured, round) 
l Style 153 (Textured, contoured) 

Surgical Pocket ir?igation’ 
l Antibiotic 
0 Betadine 
l Local Anesthetic 
0 None 

Notes: “I& sqn of pocket ‘iri-iga~on?ex~~d 
._ \ 

-, . ,“/i .“a ..? ..~/ 
irrigation may have been used for..&$nlplant. ‘* ‘.“’ ” ’ .: _,I ,‘,- .,i ,.. ,. _, __ /, . . 

N =?32 imp1mts : _ (_ ,, x ; ~,j, 

l 251 (58.1%) 
. 102; (23.6%) 
l 67 (15.5%) 
l 6 (1.4%) 
l 6 (1.4%) ./ _ -/ * , * .( ,., ..- ..~_-x~.” t .,, , 

. 226: (52.3%) 
l 52’ (12.0%) 
l 133 (30.8%) 
. 12 / (2.8%) 
l 9 (2.1%) 1. , , .I _“. / -, A / ‘\“(,,,VI1”~ 

. 136 (31.5%) “’ 1 
l 32’ (7.4%) 
. 104, (24.1%) 
l 35 (8.1%) ’ 
l 125 (28.9%) I, ‘1. , .,j 

. 303 (70.1%) 

. 165, (38.2%) 

. 126 (29.2%) 

, 

The reason for rev@on,,on.,aby-patient and by-reason basisis summarized i.n$$le 28. There li A~.,~&, ,a, L,.. ._( ,.,. 
may have been more than one reason for revision reporte~:l~~rani~~~~~~~alpatient. The most. ~, .- -_ _10 ..~.Lcllll.~*luL-~~‘ * ‘4 “.vr;*r~-~~~~“‘~‘“*,,~,~~~,~,~~~~.~~,~~~~, _ y” t 
common reason for revision on both a by-patient and b&reason basis is for capsular contracture ” ,._ .s 1,. )h.._\,. .., i.““.~>,^l,~~~,~,i, ., 
or pain, followed by a request to change breast size and suspected rupture/dellation/patient 

, 

concern. /  :  

1. .  ” 
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!- / 

“.  

repor te d  fo r  a n  ind iv idua l  p a tie n t. 
2Thir t@ g h t o f these  we re  to  increase*+s ize,  1 6  we re  to  dec rease  size, a n d  1  v&s  repor te d  
as  unknovvn  ch .a n g e  in  size. , -  . . i., L  .1  
3 F c & & v ~  o f these  we re  fo r  suspec te d  rup tu re , 1  f fo r  suspec te d  d e ff a tio n , a n d ’ 1  fo r  ,. > ,_ ,, . .^ _  .I~ , _j. . ._ _  
p a tie n t concern . 
4 S ixteen o f these  we re  fo r  p tosis, a n d  1  was  fo r~pa lpab i l i ty. 

,, ! ’ 

‘E igh t o f these  we re  fo r  b reas t cancer  :a n d  1  fo r . fi$r jcyst ic d isease . i , .” ,_  I” i J  I _ , , : j ; _  ; y’: : I( i .’ /-.; , ; 8  I ,.:a  ! 
C . Loca l  Comp l i ca tions - -Core  ~ ~ + + E o tii ‘C o h o d  “I., : 

* *‘~ .te .*.I..l_ >  ,, _ .a  ,)r^...~ .$i,A r., ,., , ,) ,_  _ _ , * L _ ,S  _*  _ .., , *. 
Tab le  2 9  be low  summar i zes  th e  3  year  cumu la tive a  r is& ra te  o f s rs tpccur rence . ;~~~~~~l ,  I_  ,c”.a < l_l”,~  b I_  /jl..l l”n d ” “, _  ,, _ , 
compl ica tions  occur r ing  in  2 1 %  o f p a tie n ts repor te d  o n  a  by -pa tie n t $~i i .  _  i * 

^ . _  
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Table 29: 
/ j i 

-, By patient cumulative,-,~api~~~~~~~ (@$f risk ‘rates of first oc++ren& (9’5%’ ” ‘. 
confiden+ interval) of local $mplidatior$ ocqtrring in 2 1 %2at 3 years of nl.j*. _ 
follow-up-Core Revision Cohort.. : .= i I . . ““” ~I” > __ x_ r (. ~~,X~--^-,r\i.-i~~~~=,,~‘~“~ ^ co;G Rev;sioli. “i.. ,_j --:* 

/ 
1 -r.J/U , \l.d/“, I .wo) 

_ ~~~~ I\1 le um iic;tum 
abili&isibif;.t~~~ *.‘ j”l - . 

Ls.7,” \ ^ * ^I’ =’ Pal ,i “& *<i”-,’ f“.‘“. 
P 2.0% : .’ (iiO%, 3.9%)’ “‘” ,., .- , ., “-1. 3 ..“, >_ ,“, _-a./ .l ea. died.&,\ 

Ptosis 2.0% (O.l%, 3.9% ’ 5 . *e. ‘I 
Redness .’ 

,,., -. *v /‘ L( __*_/“e i~~~.,,~-~r,i~i\“li)~~~ (2.6%, ..^_(/. “_ “.r_* _. ,~ * ,,,“.A.,., r4*sxrri.r.,“i.,r;,. 
Removal/Replacement 13.4% (8.7%, 

1 *. l‘y; _, +; ./.‘/” /_(,.,. x%. ,* -I .,, ,mM%. 

Reoperation . 
,* ‘, jl,“~,, . .I * ,_ .,_ .is.r. 33.4% (26.9%, 39.8%) ‘ 

i j Scarring4 
_‘. / ,, ̂ , _ I, . . ‘., “1 3” ,>,.,_ 

8.6% - (4.7%, 12.5%) ; . _ ,, .-..*< ._ _ 

-_.. - 

pain, capsule calcification, delayed’wound healing; implant malposition,. ’ 
irritatipn/infla~ation, loss ‘of nipple’ sensation, nipple complications, ’ r “,_I I ) .ll,r .,,e ‘_d.d,L.*“n 
palpability/visibility, skin sensati.on changes, and~wrinkling. 
2Capsule calcification (O%),‘delayedwound healing (0.90/,), extrusion (0.5%), 
lymphadenopathy, (O%), lymphedema (O%), loss ,of nipple sensation (0%); nipple 
hypersensitivi~/paresthesia(6%), pneumomorax~(O%)i; skin.sknsation changes (0.50/o), 
and other (0.4%) not shown. ,’ - ,” b , ., _ il( /I _. 1 .*. .+ 4 J’$:,;\ ii;:‘i.‘::i-F;i’:: -;:,‘,{pm~l,~ ,;..) ; .,‘ ‘̂  1. J- ;r, _ i- ! -_ ,, : ‘_I _,. ,‘:” .:‘: _,,_ _ :.d; ‘. ,$“>,,I. “:: ,; _-.,-:,** _*_? &,L ,i>>, :+ ;i,J _I, A* ,,,,...” .x ‘_ 
31ncludes confirmed rupture via explant of 5 ‘implants and 3 suspected but umqfi=med~ 

‘_ 
,“_ i. ,, , 

implant ruptures for a total of8 implant~r$t&s in 7 p&r&L In&des only’ clinically identified ruptures and not nec9ss@;fjr ~ieros~opi&ai~~ ide<$%frid ;;;i;G<g;*Gf<;i‘.<;fed ’ 

clinically. 
‘ _;.: ; ‘” 
* :’ i-l”:“ ,,.. _ 

/ 
41.ncludes all sc”arring complications. . : L \ 1 __ *._,,_ / 

Reoneration: 
With respect to reoperation there were a total of I90 additional surgical procedures performed 1. *--y- fi, . ,I,.Ai*xr*lr __n 
in 100 reoperations in 70 of the-225 patients (3 1.1-O/o) ,over the 3 years of follow-up in the Core 
Revision Cohort., Qn. a by-implant basis, 107’of the 432”:primary implants enrolled (24.8%) 
underwent at least one reoperation. A, I-h -*. ,“*‘ Of the 70 patients undergoing at least one reoperatidn,’ the. :‘.. , / _,, , _.. I / 4 1. ;) ! i _ 



Coho,rt. ._ . _o / I( ,..,, ’ -’ I’-*’ Core Revision 
N =,:I90 Procedures 

? ‘,>, ,I, .j _(, _  (,) 

%.j ., j 
I 

“i 
i 

Table 31 syqmq+@es the primary reason for reopdra&i based on &~h@&c$y lgmarized 
in section 1I.B. of tl&‘&&v, ,There, were 29‘ of 100 ieoperations f& implant .,. “_ ,rrl,...,“,“,,;r~“,,li.. ,s”-,,L ?-- / ._. _I,,,b U,B 
removal/replacement; of these 29 reoperations, 14 were due to a complication, g were due to an ,a* &ziA,e.-.“a *<*.,.A -..* ,‘ .‘l 
unsatisfactory cosmetic result, and 7 @ere due,to patrent chorce, There”kere.2~ capsule 
reoperations: of t&se, 12 were due to a aq&c&ti &‘s ;i;vere due to anunsatisfactory ..“/ -,.; I, !*, 
cosmetic result or other. * ‘.> a-, j/” .I :. (_;. L ,..“_ I I ,- 4lli. j ,,“, I, * _ I., ,, / ,i _i ,_ ., IL..” , . _, ̂ ~^ ^,,, . j .“, ,. .. i j -. ‘,I _ ,.l x C” ,*, : . . . ‘/ _ ., -*;- 3. {- ,I I J “! ., ^/ . . . i , - &, , I- ‘** ‘*. : \ .,, ._,. ;* . . 

/ .^ 
’ 1:’ j / I, _” . : j : .a 

; : , t j “/ /) ?, I 1 
‘/~ / / ^), ( ! / I 

i ,i .- 
I ,II .._,.. 2. ,, )i ‘̂ _ , ~^(.I, L, I _““* ._ __ ., _ ,.=._ ^- ._ 

._ : */ /, 3 ._ ,” : _’ ,I” _/, /_-, , 4 I 4 ‘. : -,j”.L.*:.:‘. i ..,___ .,) -- ,l._‘- *n -/ :~ /, I, _i,,,- :, _, , 1 ,_ ,, . i)’ ’ 
i 

j ,; _ i /. : 
.’ ;~ _ . j._ ,-:. “: ,., ’ “;‘.-.. _ _‘“. _. *_‘_ 
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Device Ru ture 
Infection p 1 /j ,._ ‘,. ‘.,. , 

Capsular Contracmre: I~-’ :‘ ; ’ 1 
5” _I( .,_ z..: 

Extrusion 
Healing Related 

,..I .,, A,._ ~_j_ 

Pain ” 
,__ i. ^, c .,f /b_V.. 

Unsatisfactory CosmeG Result 

Iatrogenic/Traumatic &jury **” 
Breast Cancer 

.I ,, I . . ,__a*_ ,,I. _~ I,_,r_ w. 
Bio s , , .I. .._, ,” 

PY 
Patient Request‘ x- ̂ . ” __,, 
Other 
Notes: ‘Heirarchy: device malfi 

Procedure 1 . ‘ 1,‘ Reoperations 
_ N=lOO 

Replacement@emoval,~, , ,” ” . 5 (5.0%) *, /l^l. <a,-, jr* I,_ “,.\ .” 
Replacement/Rem&& ,, ,“I 
Replacement/Removal~~ 1. ” I”- 

I:_ ~I 1 (1 .O%) 
7 (7.0%) ” 

Capsule Procedure 1. “:ii, ’ ’ 9 
Pocket Revisipn : j ^’ “ 3 

(9.0%) 

Nipple Revision/Tattoo 7 (7.0%) 
Scar Revisi&&Vound ‘Repair . ~, .,<.,;*, *,+ 4 (4.0%) 
Tissue/Ski-Re.~ov~~~~~~~. 3 (3.0%) 

(2.0%) 
(1.0%) 
(9.0%) 

8. ,“, 

Removal/Replacement: 8 (8.0%) 
Mastopexy- i 8 (8.0%) 
Capsule Procedure i 7 (7.0%) 
RepositionImplant 3 (3 .O%) 
Pocket Revision T 3 (3 .O%) 
Breast Reduction / : I ,.,: ,, _,_ _, I) 1 
Capsule Procedure ,:, ‘.‘, “’ 

(1.0%) 
1 (1.0%) ? / 

Bio s ‘:‘.“, :I ;j..” “,:,‘,: ‘” 1 (1.0%) 

necrosis, healing related (hematoma/seroma, delayed wound healing), pain, unsatisfactory 
cosmetic result, (contour deformity, malposition, tiinl&ng/rippling, palpability/visibility, .) _. . . .L..^_ .,,. > 
asymmetry, ptosis, scarring), iatrogenic or traumatie. injury, breast cancer, biopsy; patient 
request (style/size change; a.nxie@;&er. ‘ .i . 1 

Id ,, .?, _ 2 :-I ,, / ‘. 3 _ 1-y 

removed/replaced in 29 reoperations: 
.“’ ., 

removed/replaced, 4 1 were replaced and 5 were not replaced. Of the 225 Core Revi$on patients, 
27 patients (12.0%) underwent at least one implant replacement/removal &rough 3 years, with 24 
of these patients undergoing replacement and 3 patients not”undergoing replacement. i. ,. ; , . . 2-jj -:’ ).. : I ,_ ,_ .j ,.__ / -:-I’ “’ , , .,.. ., , :...j.; ,.:; ., Z _ ri, ). ,‘; A “‘; k i A.; .:,: i _, t * _ ^_‘( )_ 
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P O 2 0 0 5 6  In a m e d  C l in i ca l -Summary  M e m o r a n d u m  /_  
* -1  

P rim a r y  reason’ fo r  imp lan t r ep lacemdn t/re m o ,val th r o u g h  3  years -Core  Rev is ion  
C o h o r t, 

,“, : I, -* , , .-,,; j.,, ,‘:‘ _  . ,. , 

P rim a r y  R e a s o n  
,. ..,. _  .I w ,* .d  / -.j ,* /“_ ” L  . . . . I _ _ .. _  -,. ,,, /.:s 2  V c-arc I . 

N  =  4 6  T m n l a n ts R e m o v e d  

1  (2 .2 % ) 
!( 
,.) ,^ ,. 

8  (17 .4 % ) 

a s y m p to m a tic (si lent)  r up tu re . 
th e  to ta l  4 3 2  dev ices)were  e m d ‘l led’in  ~ ~ ~ ‘~ ~ ~ ~ “~~su l j se t~ ~ ~ o ~ ,~ ~ ,~ ~ ~ ~ ~ ing  fo r  a s y m p to m a tic . i, 4  I -,,, _ a , 
r up tu re . C f th is  7 7  ‘Core  Rev is ion  p a tie n t subse t, 7 2  p a tie n ts (93 .S ”/o )  h a d  the i r  first,& & 1  & @ I. 
sc reen ing  a t app rox ima te ly  1  year  a fte r  imp lan ta tio n ; 5  p a tie n ts we re . lost to  fo l loW -up  a t th is  1  
year  tim e  po in t (6 .5 % ). A t th e  tim e  o f d a ta b a s e  c losure  the re  a re  n o  Co re  Rev is ion  p a tie n ts d u e  1  ” -4  . n *w: Y /,, -:*ir.x,,il”lm  v E 4  *: ,*.,v;, w*? ;1  II. _ . .t’̂ *  .,*.* ,,“‘> T  a + $  / 
fo r  the i r  second  ser ia l  M R I sc reen ing-  a t app rox ima te ly  3 ‘ years  & e r  imp lan ta tio n . In  s u m m a r y , / x - -1  ,.*, -ti.. ,_ ,+ ,1 , % > ,, i*.i*;i,i 
the re  we re  1 3 8  ipxplants in  7 2  p a tie n t~ .inc i ; ld :ed i_p :~~~ ‘~ ~ ‘~ $ $ ? $ $ ~ f~ ~ ~ ~ b ie R e $ $ & ,l~ d $ .~ :~ ~  “1 ,~ 1 1  / by - imp Ia n t basis,  th is  rep resen ts 3 2 1 0  %  o B  th e ~ ~ ~ ~ ~ ~ I,‘~ ~ ~ ‘~ ~ ;o re  ~ ~ ~ v L ~ ~ ~ - ~ ~ ~ ~ ~ ~ ~ ~ ~ ‘~ ~ ~ ~ ~  I : d j -  

_  . I ,*a ~ v ”e  (_ , *.“:,,.s -1  ~ (/_ u l_*” .W II -1  
find ings  o f th is  M R I sc reen ing  a re  d e ta i led  in  th e  “R u p tu re” sect ion be low . 1  I ~  .,_ , “_  )  x ,~ ,_  , j . .I” ,.I .‘; ,I ,” ,” _  S T  * _ ” I 

R u p tu re : _ I . “. 1 , “> _ _  I. 

T h e  sponsor  was  asked  to  p rov ide  repor ts o fal l  d i agnos tic s tudies re la ted to  imp lan t rup tu re , a n d  
surg ica l  o p e r a tio n  n o tes  o f al l  exp lan ta tions  re la ted to  lmpls int  r up tu re . T h e  fo l low ing  s u m m a r y  -  
i ncorpora tes  th is  inform a tip n . _  ‘L  ‘5  I i 

. l_l. *. (  ,. j . \ , : ‘. ‘, _ ’ .(., 1 . ._  
O f th e  4 3 2  to ta l  C Q r e  Rev is ion  i m p l m ts, i2  i m p l a ~ ~ v .wiei i ;eini t ia i iy,reported~ ~  “q & & ted) (‘- “’ ., . 

, , _ _  ,u*_  ,, ,_ .II r up tu red  th r o u g h  3  years  o f fo l l o w ~ u p ~  2  re I;~ ~ ~ ~ .~ t;exl; l~ i~ ~ ; ,T i~ p ~ ~ ~ -  & .y;4 ”& .~ . i w*  . . I 

u l t rasound,  1  repor te d  a t r eope ra tio n , 4  repor te d  fol lowi l ;g:~~ys ic i lu iexarn  ( repor te d  sym p to m s  
we re  imp lan t distort ion, so fte r  b reas t tex tu re : dec reased  bresist  size;‘a n d .p ~ i d / C e ~ d e m e s s ~ , a n d  4  
repor te d  v ia  th e  m_sc reen ing  subse t (descr ibed  above )  o f 1 3 8  Co re  Rev is ion  imp lan ts wh ich  \ _*,a, ^ ..b . 
u n d e r w e n t ,lV I~ , .s,cceening fo r  a s y m p to m a tic rup tu re  a t 1  year  fo l low ing  imp lan ta tio n . “These  . _ .^  ,F”“I‘“..” ,A  ,, w  , .x_ 4  .., w e < , .P j ,._  ,u -x  J / I; . 
“suspec te d ” rup tu res , in  s o m e  cases,  u n d e r w e n t add r t ronal  eva lua tron, whrch  1s  dep ic te d  in  
F igure  3 : F lo&ha r f d f R u $ tu re -Ckke‘ @ ? i~ iok?$$$  T h e  fo l lo t ing tex t in  th is‘sect i .on 
exp la ins  th e  sponsor’s charac ter izat iqns,  o f.& @  suspec te d  rup tu r e s ~  as  s h o w n  in,Fi+ re  3 . ,. / ‘(: :) .,’ ‘. i j._ l :_ > , , _  * . . ., /IS  1  I ! _ . 3 ” . . i : “: ~ ‘p  : . ..“a  5  j) -; ‘~  : ,_  i , I. I ” , ,,,. _  

: . ’ i _  _ .;_  : ‘ : ._  ._  ‘i > _ ,, .a - .: ! i .! i” b > (  _ . _  I 
( )  ,, ) i l  ), I -2%  i,:> -4 . -,y , le  .*.,. -. .-_ ‘:I ‘-I,‘. 

5 3  
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-The two implants reported as suspected ruptured at explant were in the same patient: This 
patient noted nodules,%in one breast and a bulge in the other i;reast:~‘dnultraso evaluation vas ,.” _I .I .” h-e.*.“~ _ .a.*.** .*_“,r., ..e,w.h~ 4, 
performed whicl!,showe.g~~~~~~~psular free silicone in tl@breast ~~~-noduleS,~~.~~,.~~~~t 
implant in the breast eth,.a,bulge. The patient undeyent explantation by~another physician, and 
the explant report is pending; the sponsor classifies these as ‘.funcon&-medZ” These~$mplants 
have not been returned @ the sponsor as~p%t‘of-the Devi& Retrieval. $%udy. . 

._- 
)\. 

For the 1 implant reported as suspebted ruptured via ultrasound,*the patient had complained~of - 
itchiness of the breast prior to the ultrasound.~At explant, ‘the implant was reported as not 
ruptured. ‘This implant was returnedto the sponsor for microscopic~evaluationas part of the 
Device Retrieval Study and found to be “intact -and f%ncti,onal ” ,.,.r.~“,-l-~,“,,ca-.:, I ‘~.__ ../._ ” ‘ ,_.. ” r 

I j 
For the 1 implant reported as suspicious for rupture ai reoperation, the patient had been i&o&d‘ 
in a motor vehkle-,acgident and had traunia to‘the ‘right I- .,.i.“,.“. ,..-“..MS ^.,#w i**,~*~#..*, .I*.& breast with” a normal physical 
examination,” -An ,&XI was obtained ,which showed eviden&of’ruptt&, a&at explant, an ( ,,- ,, I +,&Sk- .i”‘,Sl “~i”,~~,~~~~.~,~~~~~~~~, h. _, 
intracapsular rupture was noted. 

i’ **“~~~.~~;;-~~~~~~~~~,,1: ‘+&~:aK$*#L&~, ,& , ,),~,~/ , -*; ,_ ( 1 ir _) :_ ___ .,, _ 
/ ,. 1. .I+. ,r 

Of the 4 implants reported as suspected ruptured via physician exam, two were due to patients 
complaining of softer feel of the implant.‘ hi on?&%& physkian examination indi&ted~.no ” / ,-. : . 1 
implant palpable in the po&et~ -a;id at explant, ri@ure was noted. Ins the other, case,’ ‘an MRI was 
obtained which was read as indeterminate, and at subsequent explant, the implant Gas reported as 
not ruptured; this implant was not returned to. tl&spohso~‘as part ofthe De%% Retrieval Study. ” 
Another case of physician exam was due to ,a patient koniplaimng ofpain, palpability, wrinkling, 
and r&position. An ultrasound was suspicious’ for r$&%,~but a ‘subsequent k&I indicated no 
rupture. The sponsor reports this as not ruptured. For the’ last suspe%druptu& identified by 
physician exam, the patient complained of implant rippling and a change in size. An MRI was 
obtained which indic&ed no,rupture, and the sponsor reports this impIant as notruptUred. To , *. 
summarize the 4 implants suspected ruptured by physidianex&%; Xnderwent explamation (with 
one of these reported.asruptured and on,e of these reported ai not ruptured) and the other two had 
MRI indicating no rupture’ for a t&i of~I’ implant repoi-ted as, ruptured and 3 implants reported as 
not ruptured. ,’ :1&, ” ‘,. /.. ‘j .Xb‘ A. ~ :. :-, ’ .>? ~ __ : ( .* .,:;~* +“r: ,-‘p ,.;:.-i’;.,. .cT,&“‘ p<;:t*” L . . . . ,.;::,. $ i, 

.“,” ; _,i ~ ;+ _. _.’ ̂ _ / -, 1, .: ,’ ‘, x j .,’ ~ 
Of the 4 suspected implant ruptures identif!e=~:from’~~~~~~~~~ing, all Were asymptomatic 
and all were determined as having some evid~en:e oT&pt%e~‘Agr%iment betGSeen”the Central I ,/ *, ,.c .S~ u ‘ . ~a~.I,_*,,-I.\J i 
and Local MI radiologist was 98.6%. ,I?ollow-up evaluation of these 4 suspected $@I ruptures 
is as follows: 3 implants were explanted and c’orifirmed to have int&Gpsular rupture. The 
physician for. the, remaining one implant does not believe the implant has ‘ruptured and has 
elected to continue to:follo;jv the patient. \‘,_.. .\ ,,.. / The M@ report in th’is~ca% gas read & having folds in 
the envelope but no fr& rupture by the Local radiologist. The sponsor classifies this implant as ^ 
“unconfirmed.” : _j_ ;j ,)( _ 0.;; ‘_ : ( . _’ : ‘>; 1, ,. II I 1 

:’ / ,, /. 
In summary, the rupture rate reported by the sponsor,incJudes S,.r$$tired implants‘ in 7 patients 
through 3 years of folJpw-up: 5 confirm’&Vi~ kxplatit and 3 reported as uncoxifiimed. Of. 
the 5 confirmed hnpiant ruptures,3 were $$~tijjtS@#c, and fro.& the Mti scieening 1 . < ‘ . . c ̂. , ,-*. , -. j. ,rlb*l/j,. I ._” r.~~~+~i*mx~,~“~ 
subset; of the 8 total reported ruptures_;,:,, ~“~.,” including those categoriied as qncoSnfir@ed4. 
were from the MRI screening s&%. 

, “ --~:~.8.+.“;“. /.; ~., .,a \_ ,r>;*.li’w. -< 
L n ~ Il.._j ,,.,, Icj_ ,.. ,.l.“ilr#, 0f~ehe.I’ total Implants whlch’ti&C &plkited due to i ,__p , / i... , 

” 7 ,I, ‘si*,-i j .~I.? ; ‘. :;,,,I_‘-,,,::, :.,,’ ^;_ 7 ,:’ “.:;.i ;. ; . ‘,, 
- c / ‘“’ ,^>**‘i .: , ,, :_.x’ ::“‘:, (., “,-‘T - ‘_ is ;; I I-, ,: .:. , 1^_ 

.; ,i _ i. ,~ -,I% i I u ,, ,-“.a _, .,.. . . r . :__ _,., , .,. 54 > ’ j.,;. ‘,: ., ‘_ ,..“j ^. -_ 1 )__ ,~~, 
. 



Ii . ‘_ i,-., ‘:. ‘_ : .’ ’ 
The sponsor reports a 3 year by-implant eu@tila&e &$&&&&~~~e& r&tur& rate bf 219% (g5% c*: o. 1%, 5.7%) based on 4 implant m ii*ii; s;~E$,w& ~ti..~6j;‘i.,P~~3.~~ .p.g5year .-, 

by-implant cumul@ive Kaplan-Meier overall: ‘i+upturG F& (including the ‘5 impl& reported ai 
“confirmed ruptured” and the. 3 implants rep@ed as ‘fun$$kn@“) is 2.2% (95% $1: 0.7%, 
3.7%). : i ._ , ,,/ 

* ;’ $ ,,;,,,., _ : ._ .r ,, _ I,. ., _ “1 .Y . . 
Recall that.the &I&I sczeeqing subset consisted of ap&o&nat& one-third oft& total Core 
Revision patients and .bl~d~~,pnly the fifirst of 5 sp-i# B@$&x$&fngs. H?fuf.F been a 
greater proportion of ,patients screened, ,thF rupture iiaitti % i;o@ r$l%dy be .hi&er: ‘*’ “’ 

, ,. i.; .j , . :  ,,,‘., I . .  “. ._‘_ , , , .  _(.I , . ,  . :  

_‘ 



PO20056 Inamed Clinical Summary Memorandum 

^^ 

__ L-.. 

. .( 

‘, (:. 

__  
.‘ 

:; 

I_ 

..-. _.- 

:’ : 

Figure 3: Flowchart of Rupture - Core Revision Cohort 

2 Nodules / Bulge 
[Explant] 

Ultrasound 

Extracapsular 
free silicone b 

1 explant by 
another 
doctor 

(No Rupture) i : i b 

: . 

‘- - ., ” 
;, . ‘“z :. “” . _ 

-. 
2 ’ ” 

1 Patient reported Ultrasound j . Explant Microscopic 
itching , - ..-______+ : (1 Not Ruptured) 

Evaluation 
[Ultrasound] :A _ b _. 

(1 Unconfirmed) 

I- 

Implants not 
returned to 
Inamed 

(1 Unconfirmed) 
J 

Intact functional 

1 Trauma / MVA 
PE Normal 
[Reoperation] 

^ 
MRI 1’ Pullaway sign ’ : Explant 

* ä + - silicone external to 
outer lumen 

(1 Rupture)’ 

Notes: 1. Information in brackets indicates method of initial suspicion of mpture reported by the sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor: Shading of these -- -- . z 
represents implants included in determination of silent rupture rate. ‘. 
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Figure 3 (continued): Flowchart of Rupture - Core Revision Cohort 

1 Patient reported softer 
feel of implant 
[Physician Exam] 

Physical 
Exam 

+ 
No implant palpable in 
pocket 

Explant 
+ (1 Ruptured) 

1 Softening of implant 
[Physician Exam] ’ 

: 

Explant 

b Indeterminate for! _____+ 
rupture 

1 Breast pain, palpability,; 
wrinkling 
[Physician Exam] 

Ultrasound 
b Rupture MRI 

(1 Not Ruptured) 

No Rupture i. 

,-, ‘( ;f: 
, i 

., k.’ 
. i : 9’ 

> 

: (1 Not Ruptured) : ‘5, : i: 

Notes: 1. Information in brackets indicates method of initial suspicion of rupture reported by the sponsor. 
2. Information in parentheses indicates final rupture status reported by the sponsor. Shading of these 

,i 
- :! 

represents implants included in determination of silent rupture rate. ., ,: : ” 
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“;: .( ‘, ,,., ‘I _. i, .,:‘. :_ .:. r;.,‘.- 

/ ” / ,,l I 
“, 

repotied in g patients (1 o implmts): swelling (3 pati;nti$; -&--is; (~,.~~~~~~~~~~rea~fpriii;‘(i ” 
,.., *, )_ ,,- *.A”,*.. ...u.i-” 

patients), bruising (2 patients), ‘Capsular Cont&$ure (1 patient), infection (i’patient),$npl~t 
malposition (1 patient), hypertrophic/abnormal S&r&g”(2 patEns); aiid~seromaXluid .’ 
accumulation (2 patients). Note that these’values a&not additive b&&se an implar&atient may * 
have reported more than one occurrence of a’&omplicLEtion. 

..,, * ..,. ;. _.li( 

small sample. 
Risk rat&are not shown due tome , 

yi, ‘. . ..i. ‘. 
/ i ,.. 

‘. I _“, : ,~ ;. J, 
J:L” “__ __‘,, /_i~.,j 

D. General Complications-Cor~.~~~~~~~ CohoG 
~+%%&*- v <‘., 

-4”s ‘I i = ,; , 
Before breast implantation, 44 of the 225 patients (19.6%) reported the~following46 - ‘-* ’ *” ” 
reproductive problems: infertility (9 rep&$ spont~ebus:abortion:(32-repiirts),‘planned 1 
abortion (1 report), and ectopic pregna&y @ ‘reports): Through.3 yea&s after breast”implantation, 
there were 6 patients (2.7%) reporting 7 reproductive ~problems: 3 repo”rts of infertility (2 of these’ 
patients reported infertility pre-implant as well); 3 repor&of sponttieous abortion, &d ‘1’ repoti 
of hysterectomy ‘for unknown reason. .,A.. i : . W ithout information on the:nu.mber of patients attempting 
reproduction (which was not collected in the ‘Core Study} and without a comparison’group of 
age-matched patients with similar co-morbidities I : j,-_ 

. . *I 7 and followed for’ the” &me duration;‘it’iS not” 
possible to draw definitive conclusions from these data; however, the percentage of patients * 
reporting a problem post-implantation is lowerthan that pre&nplantation. This Could be due to* 
less reproductive attempts or to reporting bias~: ’ ’ __( ,_ .i -_ ii~, _ , ,f.‘. ’ m: ’ ’ ,‘, i ! : ” : :, ;., + Ij . - .. __’ : ._ I\ .,: I’:-, ‘.“:, * .; ._ :” . ‘-J4.,&( i 
Before breast implantation, of the ‘122 patients ‘who auempted*td.b&ast fe&‘24’patients( 19.7%)’ ’ 
reported the following 27 lactation problemc pain (8 reports),” inadequate milkprodu&on(i‘ ” 
reports), mastitis requiring treatment (6 reports);~mastitis n?t”rkqujring’~~eatmen~ @ ‘reports), 
excess milk production (2 reports), “baby wouldn’t nur&““(l report); and du&t disruption from. 
previous surgery (1 report). Through 3 years after breast implantations of the 9 patients who - attempted to breast iced, 4 patients (44*40,0) repotied ~~~;-~~ilbwi~~,~.,.~~~~~~~~~ pf~--~;+&.~r ‘I”re”pEti j, . . 

of mastitis requiring treatment and 4.reports of inadequate milk production. Fol’kKving~ ’ __ 
implantation, of the 4 patients reporting a problem with la&&ion, all reported’inadequate milk 
production, Although the proportion of womenwith la&a&on problems following-breast 
implantation is higher than before implantation, the ~~~~~rs-following’impl~~it~~~~~~ small ” 
and may not be reliable. “̂  --z Of those women attempting to breast feed and reporting aproblem with 
lactation, a higher proportion reported inadequate milk produCtion ~~ilouring”i~~l~~~~iidn; 
however, the numbers are small and may, therefore, be unreliable. 

.” c f., 1, , I’. _“” ” ; , I . :!~ ‘. *< . \. > _, 
; . ,“.* -,-. _ ” . “-ir..x,rb.r 

Prior to breast implantation, there were 67 of 225 patients (298%) who reported bre;aii ‘&%e,’ ’ 
with 42 of these patients having confimied’mahgnant breast disease and.25 havingbenign 
disease, Through 3 years, there were 16 patient reports of post-implant breast disease, all of 
which were benign. Note that 3‘of these patients also”had’a pre-implant report of~ben&ibn&& 
disease in the same breast. ^/ _/‘. ,.. ~. j__ * a, “I ., ” \, 

, ,_, i ;(.. *. .., I”-’ .I ,’ , 3 /) ,,. . I /_,, ../ - ix., .‘, ., ^“_ ,. I^._* _ ..:. ,I : 1111 ,: 
Prior to breast implantation, 125 of 225 patients had-a p&-implant m&mogrku. The readings were ‘normal qr benign iti”l~o .&g;w”, h.d”;6ti.*eh’ masg;lant in ‘5*“d.ietits,. Th,iiL s.‘,feari 

following breast implantation, 94 patientshad’a ~ma.rn?@ogram,~of which 7 were reported .A, ,.z ) ’ .: !_. ,~’ :. ;.... I ‘: .: ,;.; __ - _*. ._/ 
.:.i ,,i ,’ I. 
.,..sg j 

j, ,,;. I .r _” _, i.. 
/,,m).-_, ‘__ ;l._ ,,: i” /,.,- 

‘ 
i. 

r”” 

..-. 
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a b n o r m a l . O f these  7  p a tie n ts a b n o r m a l  m a m m o g r a m s , ,J p a tie n ts we re  d e te r m i n e d fo  have  n o  _  ,. G * .‘~ ^ .‘.A  , *..‘j$  ,ss*. ,q  x, ,,,.. ” _  

b reas t d isease  (one  o f these  p a tie n ts h a d  a  sim i lar  p re - imp lan t repor t in  th e  stie b reas t)‘~ d ~  ; we re  d e te r m i n e d  to  have  .~en ignbres is t”~ ~ ~ ~ ~ ~ ~ ~ .“̂  r  -  : ; %  “̂ ‘_ , Zi” ,,./i.i,;” .,< ‘,.. _ ; y t :; , , 1  .; _  -: a .., ,1 ,,\(, r  /, -~  ..” I 1 , . I 
-  i ‘i : ‘̂  > i 

W ith  respec t to  c o n n e c tive tis& e /a u to i m m b n ~  d i s e & e ’(CTD),  th e r e ~ w a s  o n e  p a tie n t wi th 
con firm e d  r h e u m a to id  a r thrit is pr ior  to  revis ion.  T h r o u g h  2  years;  the re  was  o n e  newrepo r t o f a  
C T D : a  5 0  year  o ld  p a tie n t deve loped  fib r o m y a % $ a  1 1  m o n ths  a fie r ~ i m p h u i t~ rev is ion~ “‘T h e “ 
sponsor  was  asked  to  p rov ide  phys ic ian  n o tes’a n d  labora tory  & kd ts to ’d o c u m e n t th is’diagnosis .  Rev iew o f th is  infoG a tio n  indic; tes th a t ibe t-i ient,s c~ ie fcom p r c & d .i ~ ~ ~ % i~ e ,j~ ~ ~ ~ ~ ~ ~ ii, * , 

diff iculty fa l l ing as leep , a n d  diff iculty s tay ing ias leep fo r : severa l  years  (onse t was  n o t 
d o c u m e n ted )  wi th worsen ing  over  th e  fe w  m o n ths  p reced ing  he r  re fer ra l  to  a  r h e u m a tologist.  
He r  o the r  signi f icant med ica l  p rob lems  inc lude  a  history o f i r regu lar  hea r t b e a t fo r  wh ich  she  -  takes  indera l  a n d  h is tow o f go i te r ,cho~ic  gd id i&  L .& f. h - d & + ;+ i~  b reas t lti;.;~ A --~ ~ ;;. I* I. ^ . .‘ . .b  ” , <  “_ C  a .““,< %  , “e , 5 . 

(wh ich  was’ fo r  a u g m e n ta tion )  fo r  wh ich  she  takes  syr$hro id .  “Her  rev iew o f sym p to m s  was  1 . ,.:, 

s igni f icant fo r  den ia l  o f gas trointest inal  a n d  gen i tou r i na$  sym p to m s , -‘o n  phys ica l  exarr i inat ion,~ 
te n d e r  po in ts we re  n o te d  in  th e  shou lders  a n d  t rapezi i  b i lateral ly  wi thout  ev idenck’o f’sy4iovi t is o f” “’ 
u p p e r  o r  lower  ex trem ities, wi th tende rness’dver  th e  t rochanter ic  a n d  anser ine  bu rsae . L a b o r a tory  resul ts a re  signif icm t:fo r  n e g a t.vi: ‘@ ~ .-,-~ ~ ~ & .> E g r 6 ’-~  ;;iiihii;ls”+ g r c B c ; c., , . ,. , 

LFT’s, C K , a n d  a ldo lase . T h e  p a tie n t was  g i$en  ro fecox ib  a n d  a  musc le  relaxsint.“~ ~ ~ e ’rep ;;rte d  . p reva lence  o f fib romydg ia  is-3*& *~ ;~ - m & & ; - &  th e ‘ e ;ii.a te d  a n n u ~ ‘i r ;d idence”~ ~ r~ ~ ~ ~ e ~  f. -  . 
b e  1 %  pe r  year  in  th e  genera l  u is* p ~ ~ ~ ~ ~ ~ ~ ~ ~ _ ~ ‘~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ i,,“~ ~ ~ ~ ~  o f w O m e n  wi thout  _*  > ‘.b + ,“+ . :f.., !+ :A  ***~ ~ + , , i , 

imp lan ts b u t wi th sim i lar  a g e , demograph i cs : a n d  r isk fac tors  wi th wh ich  to  c o m p a r e , :t ,A  + s .;“, “,. _ . . . ,‘$  ,/,“Z  ‘,. _  .,-. a  .,., i * 
associa t ions wi th b reas t imp lan ta tio n  c a n n o t b e m a d e r e g a r d m g  th is  o n e  p a tie n t: ” ’ ‘” :^ ,. */*:, ,_  /)_ ‘ . ;I I. /_ ” q .-. .: /_  
Reca l l  th a t th e  sponsor  col lected C T D  sigr is a n d  syn ip tbhs  ‘from  th e  p a tie n ts a t base l ine  a n d  a t fo l low-up  in  th e  A ctivit ies a n d  Li festyle -~ ~ ~ o n n ~ ir&  f{ as-ist ;“- Je~g~ in ing”y ~  y a g G o s e s ,‘ ii‘ ” 

p resen t. Th is  se l f -admin is tered ques tionna i re  inc ludes a ,.M o d i fie d  Hea l th  A ssessmen t 
Q u e s t i -onnai re  ( M H A Q ) , wh ich  assesses  abi l i ty to  p e tio r m  var ious  phys ica l  func tions  o f da i ly  l iv ing, m d  it inc ludes a  vtiety o f s ips m d  sym p ton is  r & “& ~ d .‘t& q - .-“.~ iic .“$ ;;4 .ies’“.f6  “’ 

genera l  hea l th . O f th e  2 2 5  Co re  Rev is ion  p a tie n ts, d a ta  a re :; ivai labie fo r  I5 7 ’p a tie n ts ‘( 6 9 & Z ,). 
These  d a ta  a re  summar i zed  in  Tab le  ‘3 3 .be lo ,w!,, Reca l l’th a t th e  ‘intent ion o f th is  ques t ronna i re  is ~  . 

. . ,(/_  . ._ . (  * ” 

to  i den tify p a tie n ts w h o  war ran t add i tiona l‘eva l i i onand  re fer ra l  to  a  r f ieiun~ttdldgist :“~ ith o u t a  
con trol/compar i son  g r o u p  o f p a tie n ts wi thout’ imp lan ts fo l l owed  fo r  th e  s a m e  du ra tio n  o f fo l k+  

<  1  j ,, b ;” -I*i;u*.~ ; < “il ~ *& ;::~ “y*‘w ? ~ ~  .’ :.2 . ‘,< i ;, rzz 
u p  m d  with sim i lar  d e m d g r a p h i c ..ch a ;a ~ ~ ~ ~ i~ ~ ~ ~ ~ .~ o ~ ~ l~ ~ i~ n ~ ’ canr ;;if-&  b -& i  .g F  {j&  d ;ta , 

/ ~ , ,*“‘f‘,:“: .,,, _ , J ..I ._  -  .’ ; ‘_ _  ,r ,_  {  .: *( .:,, ‘5  , sl.“. , .x’ c_  I ._  . ‘$ , i,j i 1 ( ,x”,, _ I ,/ .” +  .,; I *,, ;_  j.- ‘, i, .” i ! ,^  . ’ ! -’ 1 ‘ :_ I/, -., _*  _  . . j . )  _ I* _ ,_  -_  / “2  I ,, _ . ., i Jl  ‘. .,.. -  ,). ̂ ; > . : . : x  : ” ,,” . ..” 
:,, j L  _ , -, !, : I ,’ . / ; i. ., i / j, ,. .; ,i j. , j _  : <  : 

i‘ ~ ) / ^  , 
; ; /(j )I (  /, _ -  ..*.‘ ., 

, j,, j . /c, i* L .,> . ““., ..,. ,. I;. I”,._  ~ “.‘$  / ,‘_  -...-“. _  I_ , 1  ;. ._ . ; 1 ” ,; /_ _  3  . .* j. :, < l>  ,’ I \ ‘,,. A _  L p  .:’ I ,; 
Ij /, .: , ” ;. ,I- ;f ,’ :, ,.) .I,>  + ,,,I . I : :; ,, $ _ ,“. r: 1  ,,d ~ 3 .ir, i,,, L ;. ‘, , > :. I j;: I_  -,__, ,’ ‘_  .>  ‘_ ” P  /_  ” I -, “: .i “I )_  _ ,.,. 1-z. ‘* ...;yy>  .A  .‘ji-,-,n’~ ~ .“;-““, .I^  ,. ‘X  ,“.i., : : _  ,,, :? I:,, ,.i A ”, > *:,,p : > “,$ ., ii. ,: “_  i,: _ _ , ,, .a  i ;. )!j. 

I “L , ,x . !L  I, _ , . ; ; : “/_  ,I; _ a  ̂ ; “.‘ :.y . . ‘, ,’ . Jo .:.,‘,’ $ ,‘,_  ‘- _ _  ,. i _  -*t 1 .1 1  F .V i , , , ,‘I :.. _ ^  i ..I 4  ..-. ,, ..,, .- * .~ ,-.,r”,b , ,L , “i:..,:! ‘, ,“....,“T . ._  _ . ‘_  _  x ..” ., ). “. ., ,, ” k* :-_ .i, ‘Y ;, <  :, . . :‘ ., : 
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21ncludes muscle weakness, muscle pain/aches/cramps, back pain, neck pain. 
‘Includes joint pain, swelling of hands, swelling of other joints, morr&g”st&ness. 
41ncludes mernory problems, problems with thinking, headaches, numbiiess/tingling of 
arms/legs, losing balance, ringing in ears. j ‘ .,_ .:: 

51ncludes fever, swollen glands, iveight’loss; weight gain, f&gue, ‘generalized painr ” 
%cludes dry eyes, other eye problems, sores in mouth, dry mouth;‘problems U;ith taste, 
trouble s&allowing. 
‘Includes heartburn, stomach pain/&$mps, nausea, vomitmg, constipation, diarrhea, dark 
stool, blood in stool, loss of appetite, and moderate or greater gastrointestinal trouble. 
*Includes urinating too often, problems with urination. 

,. 
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, j.. -i~..,*:~?~..,~.~~~.~~LIp,* *a. &‘l ,L%.,“ii -I . I -,., The sponsor performed Cox proportional hazivds’regres~~~~~~~~l~~ls to determme whether the ’ _ 

complications of reoperation, implant repi‘ac~m.entt/~e~~~~~.~~~~l~~‘~~~~~, capsuiar ’ 
contracture, and infection were associated‘wtth patient age (540 years vs. ~40 years), antibiotic 
pocket irrigation (yes vs. no), betadine pocket irrigation (yes vs. no),.implsint placement , ,“__ ‘Ij, .,,, ,-, 

F. Effectiveness-Core Revision CqhQrt 
The sponsor did not collect breast sizeinformationfor the revision patients. ’ 

‘_ I j >, ; 
& ; ,h at.cr. L, I . .,/ ‘I”,>, a. i The sponsor collected both patient and physi~~~.~Bti~f~~~~bhl’~~~~~~se~~~~.~atient sa~isfactionis ” .. 

j ,. .> .1 _ i. , -T” ,” ,s;.:. ,,; I 
more relevant, I will omit summarizing the physician satisfaction information. The sponsor ,,..“ _,j ,... I “_ collected both general patient satisfaction:,+nd :satisfactton base~~;;l;re-;;lj,~a~~~~~‘~~~~ctaton of satisfaction. with respect to gehdr;lipati~n~?~~~~~~~~~~~~,~~~~~~ !I% paiiee;;t: ‘(by2”$j&&d .r_ .,._ 

completed this questionnaire at years, there was a small decline m me~“sati’sfac?ion,;l’f$om the O-4 .,.,x .*-.“..” / ‘2:. . , ._ %_Sj ,%. .“‘ r,~, “~ t _- i- ,_8 week timepoint of 4.4 (SD 0.8) to 4:4’7SlS l :i> ‘~‘2~j&i$~ *--Withrespect to p%&t satisf&on d **:,, ,,, 0, .^6 i-ire” f ,x( _a *i_>, -*a,. ‘*_iir.-’ ..\ ‘nini*#. .z*, 3 compared to pre-operative expect&on of satisfactioii~of the 12~zt?of225 patients (5814%) who ‘I 1_ 
responded to these patient satisfaction questions, the maj&ity ofipatrents reported being satisfied is _b~\, .e,.* h.. I “l”‘lll %_el ‘*( i”j.“>*l<..i ,. l-e, , . <_ ,, ̂. * i or very satisfied withtheir implants at’both~~ $nd,2 years post-rmplant. At 2 years; ’ ’ 
approximately 10.1% of these patients reported being dissatisfied or’very dissatisfied, with 9.3% . .’ . _ _ . , reporting being neutral regarding their satisfaction compared to ~~~~‘~~e-odeia’tive~~pectations. ” ,- ,.,I; There were small but statistically significant declines-in mean patient ‘satisfaction at both’ 1 and 2 
years compared to pre-operative expectations of satisfaction. The meanpre-operative 
expectation of satisfaction value of 4.7 (SD’O’:s j ‘was’com$.red to 41’2 (SD \. *__ . “LIBI”c,.dL’:f+ .*,ll.“.*,_,.” _ -.j ,. 

! : I. i) at 2 years. _*,,, _.^ 
: 8 / 

W ith respect to Health Status Questionn&r& (@T-36 &d l@OS;;20), the core revision cohort 
reparted statistically significalntly^ i~~.~i~-“~t”baseii~e~.cOmpareil t”o; ‘normative pdpulation 

_) ..“T-“>,“~ -2 .-Q”* ‘. data for all subscales of the SF-36. eat’ ~ year;, & siibscales dlkd~~~~~~~~r~~~.~~~~~~~;irl“~;~o~~,~I;c;t 
( /i ; ,,.,$ _” ‘GA 1 ,*: .%‘rr i; *s +--“,b‘sI;I ,:. ,r ,Tg. */’ Q:c>+; ,,_.( @ t, ._,,: , : ,I, j:: . hi.,::&,;:;- ” ’ were still either higher or comparable to no,rmatrve population values. Table 34 surnmarizes”the ” “- 

results of selected health status measures. 
*. h.’ -*y :* i/ * , a.*,.* i.->,b:L*P . I.\, 

worse, are small. 
Note*that”“most‘ of me changes, even those{ mat”.are 

.I 



Table 34: 1 Summary of selected, r;ealt~~~~~_SlQO~‘.~~~~~~s~~~~~ ‘Rev&&n Cohort: 
Assessment Method Statistically Direction of Change 

significant change in 
pre- to 2 year post- 

I SF-36 
1 implant score 

Role Emotional 
1 SF-36 Role Physical 

.’ ‘ ,,” Yes Worse ’ 
%’ _ . i “” No Worse 

SF-36 General Health / Yes ,, Worse .c 2 
SF-36 Pain 
SF-36 Social 
C SF-36 Phvsical ’ 

, .._,I _. No 
Yes ,. 

I No 

Worse 1 - 
Worse 

I Worse 
1 No ,” 

_-_- 
1 Worse 

dental Health _ ,. ,. _ li, __, 1 Yes 1 Worse 

20 Role Functioning: I No I Worse 
!O Social Functioning 
!O Mental Health Yes, Icj 
Phvsical Self I Yes I Whrnt 

Esteem Yes Worse 
:rentia! 

Isteem-Total Score 
q0 No Change 

,q,.,; NO Worse 
IF -,-- - sodv Esteem-Sexual Attractiveness ) No 

r-Weight Concern 1 No Body Esteerr 
Body Esteem-Physical Condition. . 

I 
1 Yes. 

( Better 
I Worse I ---- 
( Worse 

VI. ; /. 
A. patient Disposition-Adjuhdt ~~e~~~~~~~c~o~~-~~~~~ ’ ‘.‘* -1 : * _ ’ - 

Enrollment of the reconstruction patients in’tneAdjt&t Study”occurkd between December of 
1997 and ,August of 2002, with a date of database’closure &August 38; %@2. ,’ :a ?,__- .,&“,, ,,1 !>A. F ‘_, . . ̂  ,, Recall that there , 
is no enrollment limit set for this Trudy, & &ga; iti~~~&.td‘proci~~ aci;ss ;,~;;&;{&~f--‘;; 

(?1<. I.--” $2: *$a ., ,I. ” 
(silicone gel-filled implants were the only ‘breast implants ava?lab~e’%%e &e) while collecting 
short-term local complications; thcrofore, e~~ll;nent,~~a:forl6~~~u~ ;‘is ongoing. 
period for this study is 5 years after &ph%&% ” 

/../, _,. “, The: follbw-up 
I 

Because follow-up visits are at 1, 3, and ‘5 yea& ,&Id the first pati&en$lJed~in the’a!&nded 
protocol was in May of 1998, the max~~rnund~at~on of follow-up from regularly scheduled visits is 3 yea*s. Of the 1 5,465 pafients, r’(j ‘45~‘~~~~~~~~~~~~~~~)‘ha~;r~achr;d is&ir”~,l, ljreti fGilow- 

“. ,/ -, - , * ; I, i ,. * L .i” e-.. , ” “i up visit md 2,56- patients (16.6”/0) hd reached their 3 ~~~~‘~oiiow-~~~f~~~“‘~~~~~~~~~~ ; 6” month 
1: ,.2-“‘:“-‘,ll’ “s.~“*i,&.s _ie, ,,ir,L.<*b”i,i^- >I%., “/1_ I “~.“‘i.^.<&.~ , __._ 

window) at the time of database &sure, ‘Patient disposmon at 1 and 3 years IS surnmarrzed in TabIe 35 below, The majo;iii of y-&-;;&-;ge~ &‘ihoie ofrecGi&t & -&gati. b;ea;t 
> _, , _._.. __ 
! ., .‘ ‘_ : _. 

63 
J 



$  . A  
.  .) .  ,>._” : , *~ ,~~ .~~ : - . : 4 : . , : : _~~~~~~~~ ,~~~~~~~~ .  :  - , . : ; . . . : .  ‘“* ~ .b i< ;~ .L : - , ,  G r  , , , .  L - : ,~ r -~ i l -~ l~ .?~~~.~ ,~~. .~ ,~~ :  

.  _  __ j^ j  _ . -  ‘,$ m y ;  i , ,_ + ,  “C,. :  / I  . ->  

. , .  _ ;  :  “I‘. ,“Z‘ ” .  -  p  1 (  ‘.. ‘, ; : , .  ,“._ ” .  , .  .  I .  

-~  I  i/ _  T V  _ ;  . .  .  
, ;  

, Y  
‘. 

,  .e  *^  ! . ;+& / .’ .-l’, i‘ (,  i ‘1, 

P O 2 0 0 5 6  In a m e d  Cl in ical  S u m m a r y  h k m o r & & n  
* 

cancer  a n d  a p p e a r  to  b e  un re la te d  to  th e  in & m . T h e  fo l low-up  ra te  in  th is  s tudy is less th a n  L  1  _ . ,^ _  *,e*_  “. -  _ I. ,< .C1, 
o p tim a l. 1  ,. ^ , _ ._  , ,a  ~  f. :‘: “. / / /, 2 , “, J \ :,* _ : ’ 
Tab le  3 5 : C u m u l a tive P a tie n t:d i s p o ~ ~ ~ ~ ~ ~ .~ ~ ~ .~ ~ ‘3 ’~ ~ ~ ~  ~ ~ ~ .~ ~ ~ ~ ,ti,,t 12asis-*d junct  “;;-R C ~ ~ :~ ,.‘i;~  ,.,. .& *. ;~ ,:, l’jjl,. “̂ ./ I^  “, ‘. 

Recons truct ion C o h o r t. j ,._  .( :, ,- .: . . ^  “~ .,” ,: I s“*:‘ -“’ /’ ,, ,:, “. 

isit d u e  to  a n ~ a d d i tiona l  i ....“h &  G cx;m & L  _ , _  ,, ,. -.. , ” . _j.i.. 
2 E x p e c te d  fo l low-up  is th e o r e ti& l r n m u s  d e a ths  and l imp lan t remova is  ‘$ m o u t . ” ” ’ ’ -’ * 

<  ,.*.., ‘.(.I I 
., ,., ,, “./“,“,.-, 

r ep l acemen t. 
,.,“,P  

3 P e r c e n t fo l low-up  is ac tua l  d iv ided  by  expec te d  fo l K G $ ‘Y  L  
, . . ~  ^ . .: -  (‘_  -.. ,. Ij 

41nc ludes  d e a ths , imp lan t remova ls  wi thout  r e p i a & m e n t, a n d  lost to  fo l low-up . 
‘B a s e d  o n  fo l low-up  to  1 8  m o n ths  fo r‘ th e  1  year  visit ‘a n d  T 2  m o n ths- fo r&e 3  year  visit. 
6 D e fin e d  as  remova l  wi thout  r ep lacemen t o f al l  s tudy i m p % & . )  
71ncludes patients who  discontinued’~yy‘d~~; ‘.“” ” 

;’ 

, , ,  % .  _ _ -  
. / . ,  . ; , ___  i. , j ,  .  .  I  / .  

! . : :‘a; .‘_ ’ 

, .  . _ .  jrl “ I  i,i* ,  - . . ;  ’ . j . .  - . ; _ . , ”  , . . ,  _ .  .  -_  

’ 
B . D e m o g r a p h i c /Bke i f n&  ‘C % a ~ & & & ~  ts ^ ‘. ‘.. I:. _ ,. ,..& L :i ,,._  p ;,‘,-*‘.: “& , j;t,; :;‘,, +  ,,, : I- , . .> t / : ’ 
A ll p roduc t styles we re  used  in  th is  cohor t.’ T h e  th ree  m o s t $ m m o n  styles used  m  d e & e n d i n g ’ .’ 
o rde r  a re  style 1 5 3  ( textured, con to u r e d , 3  1 ’.7 % ), style 1  l0  ( round , ~ ~ ~ ~ ~ ~ ;i,i3 :~ 6 /o ) ,“~ ~ ‘st4;le 4 0  

j I :) j -2 . ;c F -13  F’. , , 

( r ound , s m o o th , 20.20/o) .  T & - & & j  imf&&~‘$~~~ ‘~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ~ r o x l m a t e l y  two-thirds of t& cases.  
~ .~ ,Ur r~"~~-~~~L*r .~ I ( i xC. . .  2, /.z*. /-._ . <  

S tyles 1 0  a n d  2 0  we re  used  in -a  m inim a l o f’& & % ., & a o p e r a tlve compl ica tions  we re  repor te d  in  ‘/.‘-*^  .‘” i ” 

9 5  o f th e  p a tie n ts. ’ I’. .” ,._ _  ._  !( .- .I I. / 
*ith respect to  demographic characteristics, ~e’.median age.iS44 yeast ~~,g,~i~ to  ~~~“years) 

’ 

a n d  is less th a n  th e  5 0  years’( range  2 6  to  8 2  j o f th e  Co reRecons t’ruct ion C o h o r ts Th is  m a y  b e  because  th e  Co re  study has  a  m init id ase  i;f’% g + - ‘% s ~ ~ ~ ~ ~ d ~ e s ”~ ~ ~ ~ ~ ~ ~ ~ ~ ~ ‘d ;~ ~ ~ ~ ~ ~ ~ -~ ~ ilk *e  

A d junct  S tudy  has  n o  m inim a l a g e  lim it speci f ied i n ~ m e ’& lus ibn & & ia.” : i * . e ,. “, /.,, ::--j . _ ( / i _ i% ” :.. ).- -_  ” . .‘ !,. 1  , I ,“. 

C . 
,_ ._  h :“.,“j ,I’. , ,~ . ._ ; I i .-, 1  

Loca l  Compl i ca t ions -Ad ju& t  ‘ikeconst ruc t iop -, I 
:, S e  > *.,. >  ,, 4e i  , : (’ . <  

y, + ,;.*-w 1  
Tab le  3 6  summar i zes  th e  3  year  cumu la tive’ $ & $ tn ~ ~ e ier’~ n ;I>  r isk r&es  o f & st b<cu r rence  .- 
occur r ing  in  >  1 %  o f p a tie n ts, repor te d  o n  a  by -pa tie n t b & &  ’ ’ ,; /_  
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Table 36: By patient cum ulative Kaplan-M eier (jK‘c;;r> risk rates of first occurrence (95%  “71 A< ., i:r.i (& ;;e**e&*; 
confidence interval)’ of local com plications’ occurring in 2’1 Oh2 at 3 .‘years of 
follow-up--Adj~ct Recotistp$i!x C.db% ,,_l _ . .._ ,, _, _ ,. ,,I) .* ,I_.r, t a’ .s _\’ . I _ I, ,,: ” *  I Adjunct Reconstruction 

1 Hem atom a 

(15.7% , 
(2.3% , 
(0.8% , 
(5.7% . Hypertrophic Scarring i 6.9%  .l.,l. *..,i*.a.,l .~.‘.“ ^ ., I 

Implant Extrusron .I _?,l (I, 
Implant M alposition’ 

1.3%  
.i,r 8.5%  

- 

194Yo) 
4.2%i 
2.1% ) 
8.1% ) 
3 no/,‘r 

Implant Rupture’ 

pain;capsule calcification; ‘delayed wound healing, impl& m alposition, ’ 
irritation/inflam m ation, loss of nipple sensation, nipple com plications, . ’ 
palpability/visibility, skin sensation:changes, and wrinkling: 2Delayed wound healing (O.~%) no~s~~~... “:“‘_ ‘_ ‘I ‘~ .^ : 

- 
3There were 45 implants reported as ruptured in 36 patients t&&.&i 3 years: -! 
4Refers to nipple paresthesia, hypersensitivity, or loss of nipple sensation: ’ “I. jI . . . . )_/( ;. 
‘Refers to skin paresthesia or ‘hlpcr$ensitivity. j. .’ ,^ “̂ ,‘ ” -, ,.-. ., . ” 

r‘ ‘_ 
W ith respect to reoperation, there were 2,034 patients (2,577im plants) through’ 3 years 
experiencing at least one reoperation. M ost patients underwent onereoperation (88.5%  of 
reoperations). There were a total of?&341 .~~o~~a~id;ls~~~~~~~~~ in this c&&t of patients. Although a. sponsor collected th& ddicati.& ;ana type o’fredperd& ~~~~~~~~~~~~;,.~~6not ‘~-. 

1 :,’ ., : ,“;‘*: ,< 1 / ,. .- : -:. . . 
, h 2 



provide this information. Given that the perkent follovv-up is so low for this dohor$ these data 
may not be reliable &d, theref~~~,~~~~~~,~~~~~~,.~~~~estea. 1 ” ^ ” ^ .’ -:., . . -l:~i_Jl- ‘-‘. 1’. _ 

l ” Lo s.> j. I-.; “. ,:c. ̂, _ ‘_ , -< / ,, I _ _,~.,” . . : : *” _ ,,‘I -“I ,, __ , II 
There were 63 .patients (74 implants) 
replacement. 

experiencing at lea&‘&e comph~ation follow& imp&m 
” ,^ 

, ‘.*$,**,“*.j __ >*,. :. ““.:r I 
The major types of comphcatti’on’s in this re.spect were asymmetry, f&lowed by 

capsular contracture, malposition, and wrinl$ingI’ 

_/ 
D. 

3). /is 
Effe&iv&‘ess&kdjuncf ~eConsti$$@,ilbh~8 ““’ “’ * * ‘. , _ _ ,_ i __ j _- (. ,/ .__. JL.“.‘ ,_ ;p \ j 

The sponsor collected both patient and physkn satisfaction. _ “&&a&e the patient satisfaction is 
‘.j 

, +. _a.., : ., 3% * ,‘“.4&;;:.:, ~ c; 1: . ,~.y- ~~‘~~~~*r~>* /_, a”++ */ 
more relevant, I will‘omit the physk&r?&,?fa&on mformation. d.$,-., ~_j ‘.“” < .., The number of patients ^.I’.“. ,-.A ” -^^a) 
completing satisfaction case report forms tias not provided by the sponsor. Of the patients 
responding to patient satisfaction questions, at’both i ‘k&d 3 ye&s approximately 80% of the ,_ I’::,,,;,:::: ‘,..:$d: I. i_l _*,, 2. 
patients reported being satisfied or definitelysst@ied. Approxrmately 7%‘of p&ems at 1 and 3 
years reported being definitely or somewhat dissatisfied. ‘~’ 

A. Patient Disposition ~A~junct.R~~i~ion ciiiioa I , . j. : ’ i 

Enrollment of the revision patients in the Adjunct Study-occ~~fl~~.~een~“April of 1~ 998 and 
August of 2002, tiith a date of d?taase’~~~~~~~~~~~~~t- 3d;,Z?JIO2. ,I+$~ that there is i;“o ’ ’ 
enrollment lim!t set.for this’study, as it was’ rntencled to provide access to breast implants 
(silicone gel-filled implants were the only breast implants a&lable. at the time)‘while collecting 
short-term local complications; therefore, enrollment and foliow-up is ongoing.. The follow-up .,” -,.,~ IL “I ‘,),” e.inlrLx (.?X ~.?*~s+ _*., .h :.-“a’, ..‘, 1) ..,_I 
period for this~study is 5 years after rmplantatron. 

/ L,>;~l-&p~ j- 
There were 9,902 patients implantedienrolled~~for the purpose of revision of an existmg implant 
(and in some cases with contralateral ‘augmentation) by 1,272 principk invkstigators:‘&nd 2,355 
sites. Because”2 I’ patients were subsec@~~y foundto be mehgible because of ’ + c ,,i’~, ,_)‘,_ x*.,. ,,. ,, I(/.,,/ilr*~ A a... ‘-w: .I \ 
inclusion/exclusion criteria vrolatrons, the sponsor 1s reportmg on 9,SSl p&e& (13,099 
implants). 4”s ,_-. 

1, 1 . . ..),“_ ,... - I * * ._ I(_^ i. a I 
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Table 37: Cumulative patient disposition at 1 and 3 years on a by-patient basis&-Adjunct 
Revision Cohort’ ‘ 1, .’ ..:‘ ( . : __. xy I . 

replacement. f ‘i 2, ” ‘- “’ 
3Percent follow-up is actual divided by expected’ follow-up. 

: 
x 

.j 

41ncludes deaths, implant removals without replacement, and lost to follow$p. 
‘Based on follow-up to 18 months for the i year visit and 42 ‘months -for the ‘3 ye& visit. 
6Defined as removal without replacement ‘of all studyimplants. ‘. 

_ _. .-.. ._ f , 
71ncludes patients who discontinuea ,$b&-;. ’ -“-“̂  -’ ” “. ’ ’ ’ ” 

j * _ “< j ,” / , L ;, 1. ,. ,“P ,I ,_ 
,, .“) .( , , 

B. i 
‘, ,’ ; ,’ ,_. 

With respect to demographic characteristics, the median age of 44”yearS (range ‘18&38 years) is similm to that of the ~ore~~evis~o~~-~oho~~’ ‘-‘&I ‘pi-$<-f $$fli; w-6 ‘Gseb ii $;H’;&&.. The 
three most common styles used in descending order~are’style 4O”<round ~smooth:,13i .3%)); style’ . I,.. A.“~> ,,.. l-~,., / , :,& xI, ,, I “\“*? .,j .,‘, /.,,i 4n...-rri.\)+. .Y,r-~i^r.i 110 (round, textured, 29.9%), and style 45 (round, smooth, 14.3%). Styles 10 and i2 were used 
in a minimal of cases. Intraoperative complications were~reported in 54 patients. i 

C. Loca, Complications-*djun~~~~~~~~~~~ c*>h;L& ,, .I : ,. C‘% I , )_ ;;,*;, ;,.~;.i., .,, ~-' " ,,., !jl nl 'I I. 9; ,'- ..L:*:* \\.l/ - IX 

Table 38 summarizes the cumulative 3 ye&! @%sk rates offir&t,occurrence ‘of local 
complications. 

.-,s+.,;.., , I “. . .I ,” 
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Table 38: By patient cumulative Kaplan-Meier (m) ri’sk’rates of first occur&$&e ~(95% -’ ‘ 0 hi. 14.‘,~l~~~~~g:.~~,9?ir 
_, confidence interval) of local complications’ occ~urrmg in 2 1%2’at 3 y&-s of _ ,.~ I ,*,_ .i”m,,*> ,A__. (A~, ,-_ . *au, I, 

follow-r&-Adjunct Revlsron Cohort. 
._ 

,I *_a...., ,,,,__ ,,/ .,,) 
Adjunct Revision’ 

Capsular Contracture III/IV 
Capsule Calcification 

(2.6%, 13.8%) 
s... 20 OO;/d 

. ,, 3.4% 
(17.6%, 22.3%) 
(2.3%, 4.5%) 

I (3.4%. 5.4%) 1 Hvnertrouhic Scarring 
’ &* lm$ Gal -+-&+-“1- 

Implant Rupture3 
Infection 

7.3% (5.6%; i;jg 

2.7% (1.4%, 3.9%) 
,. :, 1.4% (0.9%, 2.0%) 

1 Lymphadenopathy 1 1.5% 1 (0.8%, 2.2%) i 
Nipple Complications’y4 
Other 

5.5% (4.1%, 6.9%) 
2.3% (1.6%, 3.i%) 

Palpability/Visibility’ 13.6% (11.4% 15.8%) 
> RednesSi, Il _, , ~ ,/.,, ,, ;. I. ._ .,,_ ,L ‘2.6% ( 1.7%, 3.4% ,” - ,.,. ,^. 

Removal~eplacement :, 24.1% 
Reoperation a,“&.+ 34.5% 

(21.7%, 26.5%) 
(3 1.9%, 37.0%) 

irritation/inflammation, loss of nipple sensation;nipple &xipii&itibti~,~ * - 
palpability/visibility, skin sensation changes; aGlw&l&ig~~~’ 1 
2Delayed wound healing (0.6%), hematoma (0.9%), ib+d% e&usion (0.6%), irritation’ (o.4%), pneumothorax (o15%), tissti~]$&;iecro’sis ~o~$.~l~“~~sh~~%“.‘“~ “, * I(_ 

3There were 45 implants reported as~&.tptu& in 36 patients’through 3~ years. ’ 
4Refers to nipple paresthesia, hypersensitivity, or’loss of nipple sensation. ’ 
‘Refers to skin paresthesia or hypersensitivity. 

\ , I, 
W ith respect to reoperation, there were 892 patients (1,248 implants) experiencing at least one .W” ,” ep a. ,i. , 
reoperation procedure through 3 years. MO~tt”paii~n~s’;ent. o~ne,reoperation(9~ .4OQ. There 
were a total of 982 reoperations performediin~ this.cohort of patients. Although’&e’sponsor / -id,,-.*, ,I+^.c ** “-“q>.“-;- ai Lx: ^.,. ~ p.2 i j 
collected the indication and type of reoperation procedure, they did not provide this information. Given *at the percent follow~up is so lowf-i’$~;“c<h~rl, the-e ~~~~~~~~-not’~~;;eiii;die id, 

therefore, will not be requested. ( 
* ;. _ ,. -, 

3.l r, . . _! “, 
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There were 28 patients (36 implants) experiencing at least one complication following implant 
replacement. 
palpability, 

The major types of complication$n this r&p&t Gere visibility; followed by 
wrinkling,‘and 

r”.. __ “v”,l i.. ~~ \I_) ,I 4 ̂_I .^“:.-__ ,I. 
capsular contracmre. 

.a i ,. p 

D. Effectiveness-Adj’unct‘Revision’~~~ort 
: )_.,_ I”.“__” “.’ .,.” ; .jl . 

! . I. \ ., 
The sponsor collected both patient and physi&ri satisf&ction. &$ause~,~e patient satisfaction is 
more relevant, I will omit the physician satisfa<tion info~ation~ The number of patients I .*,” . . .: ,- 
completing satisfaction case report forms &as n&provided by the- sponsor. Of the patients 
responding to patient satisfacti;;;li”;;iu~s~~o~~,‘“Blt both 1 and’3 years, approximately 8”0% of patients repotied being stiti.fied or definiiej sari.y&-y~ ‘i --$3 j-;: s;ppr&xim&teiy 1 bo/, of 

patients reported being definitely or somewhat dissatis&‘& at both 1 and 3‘ yeais: ’ I ..- , ,/ x(, -- 

VIII. ml99O STUDYSUMMARY ” ; 
,* “,_, ;*~~;,~“;:~.:.,~,;,,. :‘,‘<xs ?.>23 :: ‘~;.:s(.‘<.,*.r. ~:a:YF;*- *” <i -.. 

The McGhan 1990 Mammary Implant Smdy’(AR90 Study) was a prospective,“+open label study 
\. ,’ 

which collected local complications safety information: This smdyutilized 11 styles of implants, 
only 4 of which the sponsor is currently seeking approvalm thisPl$&A”~‘style 40” (73 augmentation 
implants), style 110 (230 augmentation~and 3 ‘r~c;;nSt~~~ib~~~~~~~s~, style 120 (78 *t ,~ ,,., * & i’p+*a.. 
augmentation and 2 reconstructiSri,ird~~~~~)i,‘r;;l~~~le 153 (27’re~onstmction implants). There were 547 augmentation patients (1,~93 iti~ltii~~ ~~~~:.~~~~~~~~~~~?~~~~~~~(~~ implin.s) 
included in the SPOnSOr,S report fo;oregil .;;nr;r;~~“~~~~.‘:.‘̂ iT’~~~~.~~~4~~~~yies‘~whi~h ~hk 

‘I-_ % ,,., ii~,.?;l_ “7.4 -vi.. , .~ .$ ‘3 49 vii i:. i_,, 
sponsor is seeking approval, there are 3~~‘&$men~ation implants m 192 patients and 32 

,. 

reconstruction implants in 23 patients: ‘The” median age for the‘e&e’~oho&‘is ‘3 1 years for the augmentation patients, and 43 years fd;~h~~~~don~~~~~~~.~~~~~~~s. *. ..-a’. *.~ .I”( ’ .‘. a^ 
j (a ; - 

Of note, approximately 28% of augmentation implants and 16%‘of reconstruction implants had 
antibiotic and/or steroid and/or betadineirije~ted into ‘the’impiant, a prac&e which is currently 
not performed due to reports of rupturelleakagelnecrosis~xtrusion asso&ted‘v&h these practices* .‘ _- ..__ - ‘“r”~~,..~,..:‘“~,“:: :: X;‘oilow-“ti-.r.ies‘ ai s”.ye&i w---e -$r;;xi-at&’ joq; fG;;r a;;;;entatlon pat;&nts and 

78% for reconstruction patients. There were T’augmentation de&s (1 due to suicide and 2 to 
lung cancer), and no reconstruction patient deaths. +&use of the small number of 
reconstruction patients, the focus ofthiss&&&y will be on the ‘augmentationgroup. ‘Table 39 
below summarizes selected KM, risk. rates at’$$&trs for the augmentation patients inthe AR 90 
Study, including only those implant .$ies foT&hi?$r the’sponsor’is seeking approval: 



Complication 
co,mplications in augmentation patients’ for styles ‘40, ,f 1’0, 126,“and 153). ,. 

A90 Study ,,* 5Years 

.-.i-‘h. 
“. : 

IX. HEAL*H EFIi‘EC~s.~ TmLm$mTtfm. . . (. )' ,^ i ., .:-.,. -_ ,_ 

Because the Core and Adjunct Studies are designed’to collect primarily i&al complications, the ^‘. *,, . .a”ni.“>j, -rr,LIX” x L1” 
sponsor provided a summary of the hi&&al published literature to address the potential long ) j . C‘ -,,i~.“*,+l.&I ri; term md general hedth eyct‘s of the imp‘i~~s;‘~o~usi~~~i;~a g-g-;+ of the literat;re ;tkom 
1991-2002. In preparation for this pR;ix &g;$sion, FDA ~~~~;~~~~ltts;-bjvn,sk~~~~ ifthc; 
published literature bum 1948 tb’iob” ‘to .g& ~~~;,si~~~c~~.pu~~~~~i~~~ p;gli;&;d~ s;nce the 

l_,l .,..,..p.:~,‘,; b,‘, IOM repor?r (Institute of Medici4.i’N;tional Acade&i y-!~~~o~~ *~~~~~~rr~~~~~~~~~~~were. ’ _ 

searched in relation to breast implants: silent&pture, gel mlgration~ imagmg, neurol’ogical’ diseases, cancer, pediatric,offsprii?g .&.dts; ~~Twiiiea~~v~~~i;M.; ~~s~~~~‘~~~lL;din~~~~~~~yal~ia, 

lactation, and pregnancy/reproduction. The follo@ng is a brief s$!n~‘of’the’~6~ ‘refi0r-t 
findings and a” s%.ary of significant referen6es m&is&d 

,-d. ..;s&&,&,< ,.‘,. _____ li ji..” _. $0 

based on this literature search. 
;,- ?“<.,. followmg the IOM report to 2002 

I”. ,,,-,, / , ._. -. /,., ., ., a-- ,. i. ,_a-- j, _,,. ,_;. 

A. Lactation I .’ ,. / 
There is concern both about the quality and quantity of breast milk following breast ‘implantation. ” ,>b,” ..,llr<_ .V,“.j, “L 1. 1*1 . . . . ...‘. (,$ 
Since the IOM report, there h&e beenno sub$&$ally new studies to adc&ess this issue. The few 1_. 
studies published to-address quaiity, measured silicon in breast milk and found similar or lower .i~:,~~~..~.I.~.q;i:-,.j~~~,.~ :^r ,,. ,. levels in breast implant recipiknts than .~~t;in?non-~~~i~~~d’~~~~s milk, or infant ,” ” 
fomda* The feyw’ stuisie& ‘itiding quantity & $o;lik;;“+&-&;~her silic.;; ;“r* zafine breast 

._“. ‘t *:>q+- i . ; 3 (, _ implants are retrospective and indyte$ that il~~~~io~~~~~~~di~~~~ :;;;;-o;rted in 28 to (/doA of 

women, p~articularly with the fieriar&iar‘a$proach. These rates are comparable to that reported in 
the Core Study. I”;.: _., ,.. ’ ./I.L, / .I.‘. a. I :, ,.. ; 

: -ip;e-*:.*. ._) ‘̂  ; ., I_ .(_ ,+t* ) : k’. ” .’ ,. :’ j, 
B. PregnancylReprbaucti~~~~~iat~~~~~~~~~~~~~~~~~~~~, ‘̂  _, :>.,_ _e/ ‘<-kv’. $ j ._” -1 

..x.~‘#*.“z<,* ai I. VI.. 
Concern regarding an association ofeso~hag&r’d&ase m children mothered by women with 
implants and immune effects in childr&ofmothers wi-ll;‘;m:l;~~~s~~~‘I;kkn-expressea. TheXOM 



_‘./ ~-, / ""?I / 
\ "" S," I', 

"_", _, ,i,,,*,,T,~~z~- --," ,__'I _' .>"'>i“ -""‘y 
I .- 

; , I i'., ~"_ ', ;:.‘ " " -. .; ). :' 

iI""--,. ; I_, .- 
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report concluded that evidence for an asso$tt~~‘of,mat&ial sil~~~~~~bre~St.~~~is ‘and 
children’s health effects is insufficient of flaw~ed,, at;d,that no biologicaily plausible:causation has 

\2:,:: ,. 

been suggested. The IGM’repbrit additionally concluded that evidence of toxic effecti of silicone 
during or after pregnancy is lacking ~Since that report, ‘three publications ha&been published ’ which ad&ess this”issuel Kjo,lcr et al;, ,j(joi’;’ &$6-j*;; &i ai;,~~o@<~vzck, &~;,-~@~f; i,$ ’ l,j : _ __r : .s:*v. ,)lb:- ‘.’ 
Brinton, et al., 2oo*~ Taken iogether; th;sbf ~~~lic~~i~io’;;s”~~‘hoii~~~~~,a gre$&r.--‘v~~ df. ” A’ 

reproductive risk, congenital malformation, or immune$ffects in children of women with- 
implants compared to women undergoing ‘breast reduction ‘surgery’or’other cosmetic surgery 
procedures. 

C. Cancer 
With respect to breast cancer, the IOM concluded that there are sufficient studies with ‘. ’ 
consistent and convincing findings of no association between breast cancer and rmplants in a 

,4: &.k 6. ,,Z,“” ‘A.%, ,uI ,.; , . . L, “*;.*. /.. +L:- 1 

cosmetic population. IOM further concluded that the data i,ndicate that implants do’not increase 
breast cancer recurrence rates or decrease survival rates fin patients ‘after recons~$-uct&n with. 
implants. Following the-IO&J report, B&‘o!$$A, et ali; 2iN6 re$&d bna retrospective * ’ 
cohort of 13,488 patients who underwent cosmetic breast implant surgery, reviewing 
questionnaires and death certificates to assess long term.health effect< and~comparing findings to 
general population rates and’t‘o an’internal,:ison group of j ,95 ~ p;‘atients ~~ei~~O~~g O;t~~r;‘ ” ’ 
non-breast implant cosmetic surgery at the samephysic&n practices. Although breast tumors 
tended to be detected at a somewhat later stage’among breast imp&nt’recipients comparedto the 

.I n) *,,.^- ) I;.j :.:* , :. ,,( < 
intemd comptison group, the diff&fenie &ii noi statib~~~w&-.Q.~~;~~~ --r”+as‘$&;.e by 
significant difference in breast c~fncer .m~rtsii~~~~tj,t~~~~ ~~%;e” t’wo groups. ~kle ~a~~~o~s concluded 
that breast implants do not appear to alter the risk of subsequent breast cancer’in a~cosmetic~ 
population. , . . . j I I 

With respect to other cancers, the IOM concluded that there is,insgfficient evidence for an 
j 

~ association between silicone breast impla& ~~dmr.iltiple~myeloma, mono&&l ga$&opathy of 
undetermined significance (MGUS);~solidK&&~ or lymphoma.‘ Pollowmg the IOM report; 

_(I a* fP”:;\ . c .‘..--tr f 6 ,,.. _ y 1% ,, 

Brinton, LA, et al., 2OOi reported on the same’cohort descr%d”above.” while; like previous 
investigations, higher risks of cervical, vulv,a~, ,:F;d lung cancers among womenwith cosmetic 

‘ ‘. &-,::,, v:,,- _ <, I.-.- ‘~,y”“ “7 ., *..: , ‘1 

implants compared to the general population were,‘found; when compared tothe internal control 
population of non-implant cosmetic surgery, only the risk of lung ‘cancer (l?R =‘i.i3) was 
statistically higher, and the risk of:br~~~..~c~~er’(speci~cally gii~~ias~~~‘niult~~~rm~) was 
elevated (RR = 2.83) but not statistically higher: -The authors state’that because‘these elevated 
risks were defined on the basis of death’ce~@&%es, Interpretation requires cautron. With respect 

i ,,,_ _. *,d ̂ .” ‘L”* ,s ,& _i.. ‘i,% ; .: : a< ,, ~ I .-.*: .$,$$+‘A ,I .-; ;* i” ~ .1 _ .,> : , 

to MGUS, Karlson, EW, et al., 2tiO1 conducted a retrospective study’of the &rsesi Health study to aSSeSS the risk of MGUS comp~r~~-~oage.~~t~~;etT non-r.$Fiant ex~.‘~k$‘~~~in. ” The 
authors found no ‘substmiial ib;r;gse b$AgJ$& $&-eb* eiposea 1; y-as-i&y&s.’ ’ 

‘” . ^I- :-. ‘-‘I 3 / . I 

In another related reference by Brinton, LA, ‘&%I., 2oDl’resarding”rn~~lity among’the same 
cohort of patients, indicated a higher ove$&&$%y ‘among rmplant patients compared to the 

I ,(_, ~ ,~ _. .“.,.S ,*, ,,. ‘; ,<,? ,, .: 
;:>: :i 

internal control patients (RR 2 1.27), ‘which was reflected& increases in respiratory tract cancers (SMR ,= 5.03), brain cancer (snilE(: = 2;:T5), -&“i;y& ii;smv = 4i2a)*” - - , ~-) I :_ 
i., I, I ;: . IF,“‘, ; ,/ _‘., ‘. _.,I‘ (i,’ ” 

Mellemkjaer, &, et al., 2OqO reported on 1,653 women’who underwent cosmetic breast implant _L :> z d&S ,“$>‘ ,,: .; ,” 1 .c “.i, s-e /la _ f ‘i i:.- 
surgery-and 1,736 women attending the same~clinics’forother reasons during 1973-1995, 



updating their previous report of 1,114 women, and following the women for cancer through the r&v‘i.z ‘“KS;* _,)I* .~‘. , *ii ,>!jn*ir, \&. , _, ii: ;,. . ,~... X‘ 
Danish Cancer Registry. ‘Standardize$‘ir;~~~~,~~~,,ratloS of breast and other cancers ‘Gas’not 
signifkntly different between &&groups. ‘, j ,” 

While these studies address common cancers; rare cancers cannot be adequately assessed in these 
studies. 

,, : ii ,< “8 *:* 
For example, Gaudet’s, G., et al., 2@2;case report of 2 patients with anaplastic large 

cell T-cell lymphoma of the breast--an unus$.al”type of breast lymphoma considering that breast 
lymphoma is a rare entity in it&f and consists mostly of B-cell lymphomas in older women- x “, , . r.-li-i , .._ I, 3, 
cannot be confirmed with the abok’epidemiclogic studies.“ “Note that the sponsor collected information on breast cancer in tie.dGi;;: si;i~;: ~,~~iss~~~~~~~~~~~~~~~~d‘to”c~l~ect _’ / 

information on other cancers. :., 

D. Connective Tissue Disease i~cl-&& F$;o&~;~gf~ . ” ‘- ’ ‘. “’ _” 
Since the Institute of Medicine’s,conclusi$ns~o~finsi*mcient evidence to’ support-an association of j , .- ‘, \ _ I. :: . . , T, >i..“, ;; T *. 
silicone breast implants with CTD or ‘with atypical CTD, there have been no studies in the . . ,r&,,:-h.~ J&*:.%3 ,*,,,& I z..: published literatwe to date .-hi‘ch suggest .& -o&i;;t;on of ~,;-&~.-f-%&--&~ a specific cTD. 

In searching the medical literature from 1998 to 2002; there have becna f$ significant ” 
epidemiological studies ‘published “which rel&e$~mis issue and”which are surnma@ed below. ” ,, .‘. 1 .* $,.>a *.<.r..:9; , ,,‘, “: : ’ .^I ..‘*,, .~ _,, _j ,: ,:: : 1. -^*. ; ,~, , 
Kjoller, et al., 2001 published a retrospective case-control study conducted from 1977 to 1994 of 
the prevalence of CTD conditions in tiomen’v&h”cos&ic implants and without implants in 8 of 27 plastic surgery clinics in Detitig, cd~~~~~,~~em~~~~~~~~.repb;~~d Zor i;;;syi;taiSed patients 

in the Danish National Registry of Patients. 
,,. , , r ,l. i , i>S” ‘” --, “’ 

The’ authors found no excess of definite CTD in the 
implant cohort. 

,, ;__ r-i, ;, 3“ _ !. 
For unspecified rheumatkm;’ stati~~~~~~~‘~~~nif;ca excesses were observed for ..~, ^;’ .i^ _,.__ .;\ I_ _ 1 “., ., : ‘.C,“” j_ ,.~ , : 

both the implant and control cohor&i;vhen compared with national rates. i~ I _ ‘__ j , .1 i : ._. 
Englert, et al., JO01 reported a populationJ&.sed retrospective case-control study to’determine’ ’ . 
the incidence and/or prevalence of autoimn&e”and CTD in- female. residents of Sydney, 
Australia in women with augmentation mammoplasty compared with females with @n-silicone 
associated plastic surgery between 1979aud ‘I’&?. -There “v&s no diffkence’inthe occurrence of cTD or CTD-related parameters (such as da$,&&& .;,&;.;, .Jigii~ qLiLis;; icc’cc; ., ‘ 

symptoms, tendonitis, livedo,reticularis; &&i&i nailfold capiliaroscopy), thyroid disordcrs,~ fibromyalgia, or mul!iple sclerd’s;; b~ttieen‘g6p.& .As&p@ .“a;w&?&“i &d”lb;v & ..itive 

antinuclear antibody (ANA) occ~~d‘~~h’si~~~~~ant~~‘~e~t~r fkequencyin the’casks. Higher 
titers of ANA, which is clinically more significant than loti titer ANA, were noisigmficantly 
different between the groups. Note that this ;~~~~ndk’~~~not;~-~d not included in the 
sponsor’s PMA; however, an earlier publicat@ ‘hy ‘the author~%as ‘included 1’ ’ ’ j_ _, ,, . ,r -“*‘I,.:,,r (..‘I L .*, j I 1 

Fryzek, et al., 2001 ‘published a retrospective cohort study of28 self-rep&d &rnptbms ’ 
(ranging from painful joints to constipatiori) ‘in *omen with cosmetic breast implants and with 
cosmetic breast reduction surgery between 19,6Yand 1993. taken from’the Swedish-Inpatient ‘-.:. I . __ i ,-. i *. / _4 ,y+v,.>‘:” ~, 
Registry. Questionnaire completion rates $e$e, 65% ak!%%“for’mese respective cohorts. 
Symptoms were more frequently reported by the~~omen &h’impla%?&nipa&d to’&ose with 
breast reduction. This study tias funded by ‘D&k!orning Corporation. .ii- ,. j(_/’ _ .I 
On the issue of a new or undifferentiated’C~D“~ssbci~~~d‘with breast impla&$‘~~&&‘ei al., 2ool published a retrbspeciive ~~~~~cii~~~~~~~~~~‘~~~~~a~~~~~~~~~~~~~lffe~liti~~~d ,I 

i 



connective tissue disease (UCTD) between.l~~sro,~-~.~.~~~~~~~ and exposures to silicone-containing 
and non-silicone-contaming medical device! ,m Michigan and Ohm, 205 UCTb cases and 2,095 

, .;;r~~.‘i?:‘hi-*.V,.:‘~~‘ .,,. I>.. .~,l .,i, ..:i., *h,. >c. i&. . _ ,, , I. 

controls selected by random digit dialing were s$ected:; W&n’all silicone contammg devices 
< _,’ ,I .Ak;‘;“-.,i~ 4.. L.” ,,*_ 

(including shunts and catheters) are considered; a sign$icant associa&& was’observed’(o&s 
ratio, OR, 2.8 1); however, the OR for exp&&to breast im$axits was’increased but not j _I ‘k , / r 
significantly (OR 2:22), even when multiple adjustments were made: “This study wasfunded, in ’ 
part, by Dow-Corning Corporation: ’ ! 

L i _> ‘. : ’ 
On the issue of fibromyalgia (FM) and breast implants, Wolfe; et a‘i.: N!!I$ ic$-te~ a cas& - 
control study of patients seen at the Arthritis0 Research Center at ~~‘univ~~~i~~f~~sas’Schoo1 of Medicine behveen 199 1 and 1”994, 464’ patients ‘~th~RA, 50s lath pi ‘~d’.~~l” wit ” _ ’ ^ 

osteoarthritis (OA) were compared to 503 randomiy selected controks. The authors previously reported in an abstract ic199S‘ the lack of asgodiatidn oftiiiiii ~;;r~~~ts~a;i~~~cj~;“.~~~.~~. 

The current study formally presented”the data&inthe 1995 study. No association between pre- 
disease silicone filled breast implantation”a$FM was detected reg~~less’oftlie~~~~~~l group ~ 
used (OR 1.22). No association was found with RA as welf (OR* 1.66) compared to the _ _j,.._i,li, ^/,,, IS.) :* / .I, ” 

combined control groups. The lead author f$~tJns report has been retained as an expert witness 
13.: ^ I _ ;. 

by Dow Chemical. ‘,~” < : ;.‘,, j =‘$,. , , 

On the issue of FM, Lai, et al., 2000 examined the medical recor,ds rn a smgle rhe&&oiogy 
:, !.,I:;: $” .;;;.:;,i.l,::.. ,_.. 1: ̂.... h:.. -^I ;/ i ’ ) , : *“: ), .L ^,. 8 ̂ 

practice in Atlanta of 2500 women seen between 1986 and j992 m this uncontrolled’ . .” 
retrospective cohort study. Univariate and multivariate regression analyses &l&ted significant 
associations between FM and h~e~ohil~ty’(~~‘2.2); &id between hy$$moblbty and breast’ 

._,,a ‘*‘,ti.‘. .J, ._._._ “” (, 

implantation (OR 1.8), but no association was--found between.breast rmplantatron and subsequent 
: “!,Y ‘,* .A r~~~.li-,;ll.h.“i;i*~jix iA.^j -I%.,;_ ._ 0 5, ..,1 

FM (OR 0.74): Brown, et al., 2bdi evaluated self-reported FM diagnosis in women with and 
without ruptured silicone breast implants $i this uncontrolled retros~ective’cohb~ smdy:‘ ‘Women 
with extra-capsular gel noted on MRI examination were twice ‘as likely to report a “dyagnosis of 
FM (OR 2.7) compared to women without extracapsular’gei noted‘on MRIr’“““- / “’ “” ” * 

,_ 
” (’ s. )_ 

A reference published by Janowsky, et al.‘, ZOQOIand not‘cited by ~named~Cor&rat~on in their 
1.. .* ; 

pMA, swrnmarized the previously published,~~~~~~~ cam aii‘ci‘ breast imhi~~~‘in”‘a’liieta-an~~~~is. j 

No associations were found between breast &%%s%?general, or sihcone~ gel-~fied’breast ’ 
.~~,” ; A,*:,$>.*: &:*;G 

implants specifically, and individual CTD’s, $1 definite ‘CTD’s combined, or other rheumatic or 
,(, _- :;, ” / 

autoimmune conditions. 
,I/./ .;! i 8 . ,. . _ j .V”) . 

) I 
W ith respect to autoantibody development ‘following breast imJ$antation, &&i;lGm~ et X1:; 1999 ’ studied women, from the prospective cohort $thF+.&,s H[e&&-sb&~f: ~‘~~~~~~~~;irsr~~~oml~ ~’ i 

selected 200 women who had been exposed fosilicone breast rmplants and who never’reported a 
., ‘. ,&+..* &a,p. “! ,/ :‘“‘V “( ‘+z,- 1 

CTD during 1’4 years of follow-up and 500 age-matched; ndnexpdsed*woI~~~~~~~~~~~~e~’ ” 
women with definite CID, some’with at least’one- symptom of a CTD, and‘heahhy controls. 
There were no statistically significantly higher levels of auteantibodics inwomen 4th. in$ants 
compared to healthy controls with the exception of suiti-ssDN&$itibodies; which has an 
unknown clinical relevance. Another study l$‘%&m, et aI.; !&I%1 ‘evaluated ‘women selected 
from the run-in phase of the Women’s Health s‘tudy for.autoantibod@and serologic factors 
suggesting immune activation. The authors found isoiated &&eased cornple”ment levels C3 and 
C4 in women with breast implants compared to’women’w%hout breas%i~hG& and to women 4 



with diabetes, without corresponding elevations in antinuclear antibody levels or of elevated i: :*;I. :$ ‘̂  ‘?j -7. ‘/ &. 
monoclonal immunoglobulin levels, suggesting-a spurious finding. ’ .’ ‘ i ..,, “,..a~*. .: ‘ _* ‘ii> ,\ x :I ( * . ” .,:. :. ‘,( ” .., b” .~- ‘, ._ ., 

. .:. 1, ,: 
In summary, the published literature following :tl& IGM”report does not support an association of 
breast implants and CTD. This literature c~tcompletely’address;are diseases,’ such as CT&. 
There are references which suggest that there~may be a subset of women with’breast implants 
who may be more susceptible to having FM: however, the characteristics ‘which d&me this *., a&‘+‘ZW, “,:~.<~.-:,.r~ _: :>; i3’~!-,:ri ’ $: ..A _raj ,,,td subset has not been defined, and’ ihesk +&.+&hi; ~fb.J& “c~g;;;*g;dlmed* 1. ” . j, 

, .‘, i, .‘. _’ i ,,, i 
E. Neurological Disease 

_. .L. 

The IOM concluded that the available studies suggesting an association with neurological ” .- 
disease-with the exception of local nerve compression’~due to implant rupture and ‘migration- 
have deficits which limit conclusions to be drawn from them, and that the evidence’for a 
neurological disease or syndrome caused by or ,associated with silicone&&st ‘impl&&is ^ / _ ./“_ i. / .‘“.‘,.YY j ” ‘2tb iy *s* . ‘C \A &s&J*, ix insufficient or fiawed* since tie, rcsM report, Wmth~~~~:~~~~~~~~~~T publ;shed ~~~i&“‘~~ . 

. jl ~li,‘.x_ follow-up of the Danish cohort of 1@3 ‘wome;~vith cO~~~~iC~~~~as~~p~“~~~~~e~ at prrvate 
clinics in Denmark compared to a comparisod’cohort of 1,736 women who underwent other 
types of cosmetic procedures. No increased r&s for neurological disorders were found in the j. ,a.-* -.,*-;“,,i-i,.,; ,s, ,. .J breast implant recipients. Note that these studiesare limi@l;in ~$itrare?lisbr&rscannot be 
addressed. 

‘. ‘, ,:. . . 
; _-.’ /. 

._ :<. j ‘ ./ 
F. Rupture/Gel Migration i , & :.v-y;:;.,,~. 
With respect to gel-filled breast implants and r$&re~‘the’~bM repo&contains prrmarily 

,; ,; 

retrospective explant or MRT cohorts, which ‘were-reported through -1999.‘~Estimates of rupture 
for gel implants cited in the IOM report rangedfrom 0.3177% The‘IGK!l estima&d$iat :~.-;,,a:.,~r,~~.iic-.-.;* :j:.,“&. ,, j L 
approximately less than 10% of modem gel &&nts ‘wouldhave -ruptured by five years and that’ 
ruptures would‘continue to accumufate and prevalence would’increase over time. They also ‘ ,,..‘ -.I.<~ ,. ,. j.,,,.., _jlj.Ll stated that silicone gel fluid permeation of the shell seems to have a’daetenous effect on implant 
durability. ‘-..:i y . _’ :\ “,ZS’jb _. 

I I e*, $ :i ‘$6’ a:+, -i 9.’ .j.>,, > ,,,J:,: ky . .” _-,- . .). 1 . I .I_ ,” I I , ;_ .,: ;i ” 
Since the IOM report, Brown SL, et al., 2000 published a study of an unreferred population of 
women with implants of varying ages from varying manufacturers who underwent’@ IZ” * screening for dete&ion bf mptGe* sTtile medi.‘“;‘-e of;c-fi-.‘&~ & ihigsst;ldi ‘$i’ i 6:5 ie.& 

(range of 6.4 to 28.0 years) and the majority of women had implants for augmentation. The 
authors found 68.6% of the women (55% of implants) had at least one ruptured’implant when a 
consensus of radiologists’ determination is used to” define rupture. 
which the manufacturer was known, 10% were &Ghan i,mplants. 

Of those ruptured implants in 
‘-’ ’ 

+ :< ‘.,, -.: .:: ,_ .I , .>: ,i .!;:A.- ,-:, ’ 
In a similar study, Holmich, LR, et al., 20011: ifeports ofi a cohort of271 women with 533 ‘. 
cosmetic breast implants who were randomly selected from 4 plastic. surgery clinics ‘in Denmark 
to undergo MRI screening for rupture. ’ Theauthors found that overall, 26% 

. l,l,. ofiniplairts~in 
of the women examined were found to be r&&id, and an addiuonal’6% of implants were 

36% 

possibly ruptured. Of the ruptured implants, 22% were extracapsular, and me& were 
significantly associated with a history of’closed.capsulotomy.” ’ i. ~. ’ (_ 

With respect to ‘silicone gel migration, there are reports of silicone.;i;igration to. the &iiia, arm, or 
abdominal wall. There are a “few cases reported in the literature of graKi’lomas’&rr$uiding 

., 
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wi* respect to efficacy, while *he majorit);.~f~~~se p”tig&s Eespor;cling.~~.,ati~~~c~~~~ ’ 

questionnaires report satisfaction. ~t~~:~eir:~.~~l~n~s,‘~~~ity of;i~~~‘i~di~eBgct;lar~~ v&sened 
over tim e for the Augm entation and Revisionpatients, although theseXi~ges’~ere stiali and . were still sigher when com pared to nom~~il.~-~$& ~ m ;<p6iiiegi ‘“y@&& ;s‘vs:ig-sed ‘as : 

com pared to expectation of satisfaction, m ean satisfaction values ;;ibrsene~~~~r~~~~~~~r ali 
cohorts in the Core S tudy. Although the sponsor has collected ef&ctiveness‘ hat&?he”benefit of 
implants for a patient is likely an individual one, v&$ch”is difIi&tG qua&fy?m d m ay not ‘be’“’ -/ 
appropriately grouped into a sum m ed or m ean value. This needs to be taken‘into,cdnsider~ation’ 
given that the risks and benefits for an indivjdual indication m ay differ ‘a&mat breast 
implantation is an elective procedure. : 

_’ ‘.’ j(‘ _ ,. 
,a/&.* I, ,, ,. . _ :: ,A. j,. ,’ ‘- 

Table 40: 35%  
1, 

By-patient cum ul&ive Kaplan-@Icier @ @ I’) risk rates of first occurrence’{! .~_,_/ ,,. ,.c 1. -..‘--< :,L...-;“‘., I-., 
confidence interval); of seiectedlocal com plic&ms through 3 years-Core .’ 
Augm entation and 1990 S tudy ‘. ‘-’ .” _ i _’ _, 1 

Core Au&entation 
,_ ,_ 

1990 Augm entation 

Table 4 1: 
.-. ‘̂  ;i,*; j&.e,:i.,i:. f‘?. $c _L By-patient cum ulative.Kaplanj-M eier ~pq~w~r~;es’~;f first Occurreflce (g& 1 

confidence interval) of select& local com plic&ons ‘through 3 yea&-Core 
Reconstruction and Adjunct R$&&&uction. 

,I*;\ . **. #“_ ./, t 

Core Reconstifuction Adjunct Reconstruction 

, : /I ; 

Reoperation 
Rem oval/replacem ent 

Infection 

45.9%  (36.?% , 55.1% ) 44.1%  (42.0% , 3013% ) 
25.3%  (16.9% , 33.6% ) 28.2%  (26.1% , 30.3% ) 

(1.3% , 
2.3%  (O-O%, 5.4% ) 2.6%  (1.7% , 3.4% ) 



Table 42: By-patient cumulative KaplanyMeier (KM) risk rates of first occurrence (95% 
confidence interval) of selected&al complications through “3’j;e%$~ore r Revision and ~d’“~c~,~evisi~~. ’ ._I ’ _ * I, __ ,j 

Co& Revision 
,,, . _,., ,/. 

Adjunct Revision 
,, 

2 
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